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Thube chi diing theo don cua bdc sp. _,
Doc kj hutmg ddn si dung trudc khi ding. / (Q
Néu cén thém théng tin xin hoi y kién bac sy. =
Khéng diing qua liéu da dugc chi dinh

Théng bdo cho bdc sy nhing tac dung khong mong mudn gap phai khi sir dung thuéc.
Khéng sir dung thuoc da qua han dung.

Dé thube ngodi tém vdi cua tré em.

THANH PHAN:

M3i vién nén bao phim Mazu c6 chira

Hoat chdt:

Pa:acetamolSZS mg

Tramadol hydroclorid e O T4D NOG

Ta dugc:

Tinh bét, dicalci phosphat, cellulose vi tinh thé, lactose, povidon (PVP), natri starch glycolat, tale tinh ché,
. magnesi stearat, hydroxy propyl methyl cellulose, propylen glycol, titan dioxid, oxid sét vang.

PUQC LY HQC:

Tramadol 14 thuéc giam dau tdng hop loai opioid téc dung trén thin kinh trung wong. Tramadol 13 chit chi
véin khdong chon loc trén thu thé u, & va x voi ai luc cao trén thy thé p. Ngoai ra, tramadol ciing gidam dau do
{tc ché tai hip thu noradrenalin cia & bio thén kinh trung wong va ting cudng gidi phong serotonin.
tramadol con ¢6 tic dung chong ho. Khong giéng morphin, tramadol khong (rc ché hé hép khi ding mic
lidu gidm dau, va cling khong gdy anh huong t6i nhu dong duomg tiéu hoa, anh hudng it ti tim mach. Téc
dung ctia tramadol duge cho la chi bing 1 phin 16 tac dung clia morphin.

Chua xéc dinh co ché chinh x4c vé tinh chét giam dau ciia paracetamol va cd thé do tac ddng 1én thin kinh
trung uong va ngoai bién.

DUQC PONG HQC:

Hap thu:

Tramadol hip thu nhanh chéng va gin nhu hoan toan sau khi ubng. Sinh kha dung tuyét abi cua liéu 100mg
1 khong 75%. Sau khi udng nhic lai, sinh kha dung ting lén va dat khoang 90%.

Sau khi uéng Mazu, paracetamol hép thu nhanh chéng qua duong uéng va chii yéu & rugt non. Néng d¢
dinh dat dugc sau 1 gio va khong bi anh hudng boi sir co mét cia tramadol.

Thirc &n khong lam anh hudng dén nong 4o huyét twong cua tramadol hay paracetamol, c& thé ubng Mazu
xa bira n.

Phan bo:

Tramadol phn bé chii yéu vao céc md cao (Vd, p = 203 + 40 1). Lién két voi protein huyét twong khoéng
20%.

paracetamol dugc phin b rong khép hau hét cac mé cua co thé, ngoai trir md md. Mot phéin nhé (~20%)
paracetamol lién két vdi protein huyét tuong.

Chuyén héa:

Tramadol chuyén hoa manh sau khi uéng. Khoang 30% liéu ding bai tiét qua nude tiéu dudi dang khong
46i, khoang 60% lidu ding dugc dao thai dudi dang chét chuyén hoa.

Tramadol chuyén hoa qua enzym CYP2D6 chit chuyén héa O- demethylation (M1), CYP3A chét chuyén
héa 12 N- demethylation va qua lién hgp voi acid glucuronic. Théi gian bén thai cia M1 1a 7 gio. Ml 1a
chit chuyén hoa co tac dung giam dau manh hon thude gbc. Nong dp trong huyét tuong clia M1 thép hon
nhidu so voi tramadol nén khdng gdy anh hudng trén lam sang.
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Paracetan.ml la chii yéu duge chuyén hoa & gan bing céach lién hop véi glucuronid va sulphat. M¢t phan
nhé (dudi 4%) duge chuyén héa boi cytochrom P450 tao ra chét trung gian (N-acetyl benzoquinoneimin),
va nhanh chéng lién hgp voi glutathion tao chét khéng con hoat tinh.

Thai trie:

Tramadol vd cdc chdt chuyén héa cia né dugc thai tnk chi yéu qua thign. Thoi gian bén thai cia
paracetamol 1 khodng 2-3 gi¢r & ngudi I6n. Thoi gian ndy ngén hon & tré em nhung dai hon & tré so sinh va
bénh nhén xo gan. Paracetamol dugc dao thai chi yéu dudi dang lién hop voi glucuronid va sulpho. ft hon
9% paracetamol d_uqc bai tiét dudi dang khong chuyén hoa trong nréc tiéu. V&i ngudi suy than, théi gian o
ban thai c4 hai chét déu ting. {/Q
CHI PINH: /_{/ :
Diéu trj c4c triéu chimg dau vira dén ning.

LIEU DUNG VA CACH DUNG:

Thuéc dung dudmg udng. Ding theo chi dan ciia bic sT diéu tri.

Nguoi I6m va thanh thiéu nién (tré em ti 12 tudi tro 1én):

Lidu didu chinh theo cuémg do dau va dép (mg cia tirng bénh nhan

Lidu didu trj 2 vién/ ngay, c6 thé ting liéu dén 8 vién mdi ngy. Khoang thoi gian ding thuéc it nhat 1a 6
gio.

Tré em:

Mazu khdng dugc chi dinh cho tré em dudi 12 tudi do an toan va hiéu qua trén tré chua dugc nghién ciru.
Bénh nhén cao tudi

Didu trj bing liéu thdng thudng, tuy nhién & nhom bénh nhén trén 75 tudi thi gian ban thai cta tramadol
tang 17 %, khoang cach liéu t6i thiéu la 6 gio.

Suy than:

Do c6 miit ciia tramadol, Mazu khéng dugc khuyén céo & bénh nhén suy than niing (d9 thanh thai creatinin
< 10 ml/phat). Trong trudng hop suy than trung binh (4§ thanh thai trong khoang tir 10 dén 30 ml/phut)
khoang c4ch li¢u nén tang lén 12 gio. :

Suy gan
Khdng sir dung & bénh nhan suy gan niing, trong trudng hop suy gan vira cin kéo dai khodng céch ligu.
CHONG CHI PINH:

- Qué mAn véi tramadol, paracetamol hogc véi bit ky thanh phan nio cua thudc.

- Nhi&m ddc cp tinh véi rugu, thude ngu, thudc gidm dau trung vong, dan xuét thubc giam dau, opioid,
thubc hudng thén.

- Bénh nhén dang dung chit irc ché monoamino oxidase hodc trong vong 2 tuin sau khi ngung sir dung chét
\rc ché monoamino oxidase.

- Suy gan ndng )

- Pong kinh khdng kiém soat dugc.

KHUYEN CAO VA THAN TRONG:

Khuyén cdo:

Ngudi 16n va thanh thiéu nién tir 12 tudi tres 1én: Khéng vugt qué lidu tbi da 8 vién/ ngay. Dé tranh qua lidu
khéng nén st dung bt ki san pham nao c chira paracetamol hodc tramadol hydroclorid ma khdng c6 161
khuyén ctia béc si.

Khéng nén ding Mazu cho bénh nhén suy thén ning (46 thanh théi creatinin < 10 ml/phit), bénh nhén suy
h6 hép ning, bénh nhén suy gan nang. P&i véi trudmg hop suy gan trung binh nén kéo dai khoang céch liéu.
Tramadol khong diing dé thay thé cho cdc bénh nhan phu thudc opioid, mc di nd 14 chit chu van opioid
nhung tramadol khéng ngén chin duge cAc trigu chimg cai nghign morphin.

Hién tugng co gidt da dugc bao cao & bénh nhan dong kinh khi dung tramadol hay cac thudc lam giam
ngudng dong kinh khac, dfc biét la thuc e ché tai hap thu serotonin chon loc, thuéc chéng trdm cam ba
vong, thudc chdng loan than, thubc giam dau trung wong, thudc mé tai chd. Bénh nhin ddng kinh dugc
kiém sodit hodc bénh nhan d& co giét chi nén ding Mazu khi that cin thiét. Co gidt d& duge bao céo & bénh
nhan ding tramadol & lidu khuyén céo, nguy co co giét ting 1&n khi sir dung qué liéu tramadol.

Khong nén sir dung ddng thoi Mazu véi cac chét déi khang opioid (nalbuphin, buprenorphin, pentazocin).
Théan trong:
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. Sir d},:ng Iﬁén trong Mazu & bénh nhén phy thudc opioid, bénh nhan chén thuong so ndo, bénh nhan rdi loan
co gidt, rbi loan dudng mét, trong trang thai séc, thay ddi y thirc, anh huéng trung tim hd hép, chirc néng
hé hép, ting ap luc ndi so.
Qué.liéu paracetamol co thé giy ngd doc gan.
0 lidu didu tri, tramadol c6 thé gy ra hdi chimg cai nghién.
Trin trong va cdnh bdo dic bigt khi sik dyng thubc:
Bac si cin canh bao cho bénh nhén vé cac dau hiéu cia phan ung trén da mic du ti 1§ mic phai la khong
cao nhung nghiém trong, thim chi de doa tinh mang bao gdm nhu hdi ching Steven-Jonhson (SJS), hoi
ching hoai tir da nhidm dc: toxic epidermal necrolysis (TEN) hay héi chimg Lyell, hdi cimg ngoai ban v
mun mi toan thén cép tinh (AGEP). //(([,
Triéu chimg cta cac hi chimg néu trén duge mod ta nhu sau: P
- Hoi chimg Steven-Johnson (SJ S): la di ing thudc thé bong nudc, bong nude khu trd ¢ quanh cac héc t
nhién nhu mét, miii, miéng, tai, by phan sinh dyc va héu mén. Ngoai ra 6 thé kém theo sot cao, viém phfii,
roi loan chirc ning gan thén. Chén doan hoi chirng Steven-Johnson (SJS) khi co it nhit 2 héc ty nhién bi
ton thuong.
- Hoi chimg hoai tir da nhiém doc (TEN) hay héi chimg Lyell: 1a di img thuéc ning nhit, gdm:
+ Tén thuong da dang & da: ban dang s0i, ban dang tinh héng nhiét, hdng ban hodc bong nudce bung nhung,
c4c ton thuong nhanh chong tan toa khép ngudi.

+ Tén thuong niém mac mét: viém gidc mac, viém két mac mu, loét gidc mac. 158
+ Tén thwong niém mac dudng tiéu hoéa: viém miéng, trot niém mac miéng, loét hau, hong thyc quan, da G
day, rudt.
+Tén thuong niém mac dudng sinh dyc, tiét niéu. ‘:‘
+ Ngodi ra cdn c6 cdc trigu chimg toan than rhm trong nhu sét, xufit huyét dudmg tiéu hoa, viém phdi, viém -’C»?

cu thin, viém gan. ..ty 1¢ tir vong cao 15-30%

- Hoi chimg ngoai ban mun mi toan than cip tinh (AGEP): mun mi1 vo tring nhd, phat sinh trén nén hong TP,

ban lan rong. Tén thirong thudng xuyén xuit hién & céc nép ghp nhu nach, ben vA mit, sau d6 co thé lan

rong toan than. Triéu chimg toan than thuong cb 1a sbt, xét nghiém méu, bach cdu mui trung tinh tdng cao.

Khi phat hién nhimg dAu higu phét ban trén da dhu tién holic bAt ky ddu hi¢u phan img qua min néo khéc, -

bénh nhén cén phai ngimg sit dung thudc. .

Ngudi da timg bi c4c phan (mg da nghiém trong do Paracetamol gdy ra thi khdng dugce ding thubc tro lai

va thong béo cho nhan vién y t& biét khi dén kham chita bénh. %

ANH HUONG PEN KHA NANG LAIXE VA VAN HANH MAY MOC:

Tramadol c6 thé gdy ra budn ngi hogc chong mit, tic dung ndy cd thé ting do rugu hodc thubc trc ché thin

kinh trung uong. Néu bj anh hudng, bénh nhén khéng nén 14i xe hay vin hanh my moc.

TUONG TAC THUOC:

Chéng chi dinh két hgp voi:

- Uc ché MAO khdng chon loc: do nguy co' gay hoi chimg serotoninergic Vi cac biéu hién nhu: tiéu chay,
nhip tim nhanh, 45 md hdi, run rdy, 14 [4n, hon mé.

. Uc ché MAO A chon loc (ngoai suy tur c4c chét e ché MAO khong chon lgc): do nguy co gay hdi chirng
serotoninergic véi cac biéu hign nhu: tiu chay, nhip tim nhanh, 45 mé hoi, run rdy, 14 lan, hon mé.

- (e ché MAO B chon loc: gdy hién trong kich thich thin kinh trung wong v&i bidu hién tiéu chay, nhip
{im nhanh, 4 md hoi, run réy, 1 1an, thim chi hon mé.

- Trong trueong hgp diéu tri vi céc thubc @rc ché MAO, nén diéu tri véi tramadol sau hai tuén.

Khdng nén sw dung dong thoi voi:

- Ruou: Rugu lam ting tac dung an thin cta thudc giam dau opioid. Do do, tranh ubng 4o ubng cb con va
cic san pham thudc co chira rugu khéc khi dang sir dung thude.

. Carbamazepin va cac enzym Kich thich khac: giam hiéu qua do lam giam nbng 4§ huyét twong cla
tramadol.

- Chét d6i khang opioid (buprenorphin, nalbuphin, pentazocin): gidm tic dyng giam dau do canh tranh trén
thy thé, nguy co gy ra hdi ching cai nghién.

Cén thén trong trudc khi sit dung dong thoi voi:
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- Dacod béo (iéo hi chimg serotonin xay ra khi két hgp tramadol véi cdc thudc serotoninergic khac nhu:
tl'w?c rc che tai hﬁ]: thu sex:otonin c‘hon loc (SSRI) va céc triptans. Cac déu hiéu cua hoi chimg Serotonin:
la :lan, k‘ich dng, sot, ra md h:ﬁi, mét didu hoa, ting phan xa, gidt rung co va tiéu chay.

- Ei,n xuat opioid khéc ( bao gom thudc ho va cac thubc diéu tri thay thé khac), benzodiazepin va thudc an

an

Nguy co gfiy trc ché hé hap tang va cé thé dén dén tir vong khi qua liéu

- Céc thubc trc ché thin kinh trung wong nhu céc dan xuét opioid khac (bao gom ca thubc chong ho), cic
barbiturat, benzodiazepin, anxiolytics khac, thubc ngy, thubc chbng trdm cam, thubc khang histamin co
tﬁg dung an thén, thubc an thin, thudc ha huyét ap, thalidomid va baclofen. Céc loai thudc nay gdy (e ché
thin kinh, anh huéng dén sy tinh téo, do do c6 thé gy nguy hiém khi dang ldi xe va vén hanh mdy moc.

- Nén dinh ki d4nh gia thoi gian prothrombin khi ding Mazu két hop véi warfarin do bdo céo lam ting
INR.

- Céac loai thuéc e ché CYP3A4 nhu ketoconazol va erythromycin, cé thé trc ché sy chuyén hba cia
tramadol (N-demethylation).

- Cac thubc giam ngudng ddng kinh nhu bupropion, {rc ché tai hip thu serotonin, thubc chdng trim cam ba
vong va thuéc an than. Sit dung dong thei tramadol véi nhitng loai thudc nay co thé lam ting nguy co co
gigt. Téc do hdp thu Paracetamol c6 thé dugc ting do metoclopramid hogc domperidon va gidm do
cholestyramin.

SU DUNG CHO PHU NU O THAT VA CHO CON BU:

Phu niv mang thai:

Do co miit ctia tramadol, Mazu khong nén dang cho phu nir c6 that:

Paracetamol: Céac nghién clru cho thiy khong cé tac dong xhu déi voi phu nit mang thai khi ding

Paracetamol trong liéu khuyén céo.

Tramadol: Chua c6 du bﬁng chirng vé sy an toan cia tramadol dbi voi phy nit mang thai. Dung trudc hodc

trong lic sinh khong dnh huong dén co bép tir cung. N6 c6 thé gay ra nhimg bién ddi vé hé ho hap o tré so

sinh va néu didu tri lau dai biing tramadol ¢6 thé gay ra hoi chitng cai thubc & tré so sinh.

Phu nit cho con bi:

Do ¢6 mit ciia tramadol, Mazu khong nén dung trong giai doan cho con bu:

Paracetamol: Paracetamol cé bai tiét vao sifa me nhung s6 lugng khong déng ké. Khong co chéng chi dinh

duing paracetamol cho phu nit cho con b

Tramadol: Tramadol va céc chét chuyén héa cua nd dugc tim thé'iy mot lugng nho trong sita me. Mot tré so

sinh c6 thé 4n khoang 0,1% liéu cho me. Tramadol khéng sir dung trong qud trinh nudi con biing sifa me.

TAC DUNG KHONG MONG MUON (ADR):

Tac dung khong mong muén thudng gip trong céc thir nghiém ldm sang 13 budn ndn, chong mit va budn

ngd, quan sét thdy trong hon 10% bénh nhan.

Roi loan hé rhé'ng tim mach:

- ftgip (1/100> ADR 2 1/1000): Cao huyét ap, ddnh tréng ngyc, nhip tim nhanh.

Réi loan than kinh trung wong va ngoai Vvi:

- Phé bién (ADR > 1/10): Chong mt, budn ngl

- Thuéng gap (1/10 > ADR > 1/100): Nhirc diu, run rdy

- it gap (1/100 > ADR > 1/1000): Co co, di cam, U tai

- Hiém (1/1000 > ADR > 1/10000): Mt didu hoa, co giét.

Réi loan tém than:

- Thudng gip (1/10 > ADR = 1/100): L {An, thay ddi tam trang (lo lang, cang thiing, hung phén), rdi loan
gidc ngu

- ft gap (1/100 > ADR 2 1/1000): Trim cim, 40 gidc, 4 mong, mat tri nh&

- Hiém (1/1000 > ADR > 1/10000): Phu thudc thude.

- Rét hiém (ADR <1/10000): Lam dung.

Réi logn thi giac:

- Hiém (1/1000 > ADR > 1/10000): Nhin mo

Réi loan hé théng hé hap:

- {t gap (1/100 > ADR 2 1/1000): Kho thd
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R6i loan da day-rugt:

- Phb bién (ADR > 1/10): Budn nén

- Thudng gip (1/10> ADR > 1/1 00): Nén mira, tdo bon, khd miéng, tiéu chay dau bung, khé tiéu, diy hoi
- {t gap (1/100 > ADR > 1/1000): Kh6 nubt

Réi logn gan vd mdt:

- it gap (1/100 > ADR > 1/1000): ting transaminase gan.

R6i loan da va phén phu:

- Thuéng gip (1/10 > ADR = 1/100): Ra md héi, ngira.

- ft gap (1/100 > ADR > 1/1000): Phén {ng da (phét ban, ndi mé day).

Réi loan hé thong tiét niéu:

Todn bj co thé:
- it gap (1/100 > ADR 2 1/1000): Run riy, nong bimg mét, dau ngyc.
Céc thube chira hoat chét paracetamol di dugce canh bio vé nguy co phan ang phu nghiém trong trén da sau
khi phan tich di liéu cia h¢ théng bao céo phén ing c0 hai ciia thudc va danh gia cic bang chimg khoa hoc
lién quan. Nhitng phén (mg phy nghiém trong trén da mic du ti 1é méc phai 1a khong cao nhung nghiém
trong, thdm chi de doa tinh mang bao g&m nhu hdi chimg Steven-Jonhson (8JS), hgi chimg hoai tir da
nhidm d6c: toxic epidermal necrolysis (TEN) hay hgi ching Lyell, héi cirng ngoai ban mun mu toan than
c4p tinh (AGEP).

Mic du khong quan sat thdy trong thir nghi¢m lam sang, cac triéu chimg sau lién quan dén viéc str dung

tramadol va Paracetamol khong thé loai trir: '

Tramadol

- Ha huyét 4p tu thé, nhip tim cham.

- Hiém gip (1/1000 > ADR = 1/10000): Phan (g dj (mg vdi céc triéu chimng ho hép (nhu kho thé, co thét
phé quén, ther kho khe, phit mach thin kinh) va séc phan vé, thém n, yéu co, va irc ché hé hap.

- Hen suyén x4u di mic du khong c6 méi quan hé nhin qua.

- Céc triéu chirng nhu hdi chimg cai thubc c6 thé xay ra nhu: Kich dong, lo du, cang thing, mét ngy, , run
va triéu ching da day ruft. Céc tri¢u ching khéc rét hiém xuét hién néu tramadol hydroclorid ngung dot
ngdt bao gdm: hoang loan, lo du nang, 4o gidc, di cam, U tai va cic tridu chimg than kinh trung wong khac
thuong.

Paracetamol

- Hiém xay ra tac dung phy nhu qua mén, phat ban da, da c6 bao céo rbi loan méu nhu giam tiéu chu, mat

bach ciu hat. Tuy nhién khong cn thiét phai than trong khi sir dung paracetamol.

. Pi cb mit sb bdo cao paracetamol co thé lam giam prothrombin huyét khi sir dung ddng thoi véi

warfarin, Trong céc nghién ciru khéc, théi gian prothrombin khéng thay dbi.

QUA LIEU VA XU TRI KHI QUA LIEU
Mazu chira hai hoat chat tramadol va paracetamol, trong trudng hop qua lidu, céc trigu chimg qua lidu c6
thé 14 ciia tramadol hodic paracetamol hogc ctia ca hai thanh phin.
Céc triéu chitg ctia qué liéu tramadol: Non mia, hep dbng tir, truy tim mach, rdi loan ¥ thic dén hon mé,
co gidt va suy ho hép dén ngimng hd hép.
Cc triéu chirg clia qua liu paracetamol: Qua lidu & tré nho duge dic biét quan tim. Céc trigu chimg qua
lidu paracetamol trong 24 git dau tién la xanh xao, budn non, ndn mira, chan an va dau bung. Tén thuong
gan c6 thé trd nén rd rang sau khi ubng 12-48 gio. Bat thuong vé chuyén hoa glucose va toan chuyén hoa
cb thé xay ra. Trong nhidm doc ning, suy gan O thé tién trién dén hon mé, tir vong. Suy than cdp voi hoai
tir éng than cép tinh c6 thé phat trién ngay ca trong trudng hop khong ¢6 tén thuong gan nghiém trong. ROi
loan nhip tim va viém tyy da duge bao cdo.

Ngui lén ding 7,0 -7,5 g hodc nhidu hon co thé giy ton thuong gan.

Trudmg hop khan cép diéu tri:

- Chuyén ngay l4p tirc cho m6t don vi y té.

- Duy tri chirc nang hd hép va tuan hoan

- it gap (1/100 > ADR > 1/1000): Albumin niéu, tiéu kho, bi tiéu. / /
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- Trude khi bét diu diéu tri, Ay ngay mdt mAu méau dé do ndng d paracetamol va tramadol va dé thyc hién
xét nghiém gan va lip lai xét nghiém sau 24 gio. ASAT, ALAT thudmg ting va tr& lai binh thudng sau mjt
hoic hai tuén.

- Lam rong da day bang cach gay kich thich nén (khi bénh nhdn con tinh tdo) hodc nra da ddy.
- Tién hanh céc bién phap nhu duy tri hd hép va chic néing tim mach, ¢6 thé sir dung naloxon hay két hop
voi diazepam.

Cén diéu tri ngay sau khi qua lidu paracetamol. Trong vong 4 gi¢ sau khi udng 7,5 g paracetamol hogc lén
hon hodc bing 150 mg/kg can rira da day. Sau 4 gio ubng qué lidu paracetamol cén xéc dinh ndng d§
paracetamol trong mau dé danh gia nguy co ton thuong gan. Trong vong 48 gits sau khi qua lidu nén udng
methionin hodc tiém tinh mach N-acetylcystein (NAC), dic biét tic dung tdt 1a sau 8 gid. Qua liéu lugng
16n paracetamol cin tién hanh didu tri bing N-acetylcystein (NAC) ngay lép tuc.

BAO QUAN:

Béo qudn dudi 30°C, trénh 4nh séng va dm. //

DANG BAO CHE VA QUI CACH PONG GOI:

Hop 01 x 10 vién nén bao phim

TIREU CHUAN CHAT LUQNG:

Tiéu chufin nha san xudt

HAN DUNG:

24 thang ké tir ngdy sén xudt.

86 16 san xudt (Batch No.), ngdy san xudt (Mfg. Date), han ding (Exp. Date): xin xem trén nhan va bao bi.

San xuit tai An D9 boi:
STALLION LABORATORIES PVT. LTD
CIB, 305/ 2, 3, 4 & 5 GIDC, Kerala (Bavla), Dist.: Ahmedabad (Gujarat), India.

Ngay xem lgi to huémg dan st dung: 05/07. pOC cTY
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