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& THUGG BAN THEO DON GMP-WHO

Tramadol hydrochlorid 37,5 mg / Paracetamol 325 mg
Diéu trj cac cdn dau tif trung binh dén nang
Treatment of moderate to severe acute pain

067.3851950

Taa® Tuvin khich hing

THANH PHAN: M31 vién nén dai bao phim chifa:
- Tramadol hYdroChloni ..........oeeieusimmissiosmsssssassnsssssssisssasissesssans s rianeeene AT, MQ
e T 1 Bt o e e T P T L o e P P T T e F e P i 325 mg
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CHi DINH, LIEU LUJNG & CACH DUNG, CHONG CHI BINH, TUONG TAC THUAC, TAC DUNG
KHONG MONG MUGN VA NHONG BIEU CAN LUU ¥: Xin doc trong 1 hudng dn sif dyng.
BAO QUAN: Nai kho, dudi 30 °C, tranh &nh séng.
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COMPOSITION: Each flim-coated caplet contains:
- Tramado! hydrochloride 37.5mg
- Paracetamol 325 mg
- Exciplents s.q.f.
INDICATIONS, DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, INTERACTIONS,
SIDE EFFECTS AND OTHER PRECAUTIONS: Read the package insert.
STORAGE: Store ina dry place, below 30 °C, protect from light.
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TO HUONG DAN SU DUNG THUOC

Rx
Thubc bén theo don
ZANDOL®
THANH PHAN
M3i vién nén dai bao phim chira:
= Tramadol hydroChIOTIA. .. ... .ceverveeiiinreatseiirsses s s sasss s sees s SRR eSS 37,5 mg
e 325 mg
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- T4 duge: Avicel PH101, Starch 1500, Povidon K30, Natri starch glycolat, Colloidal silicon dioxid A200, Magnesi stearat,
Hydroxypropyl methylcellulose 15cP, Hydroxypropyl methylcellulose 6¢P, Polyethylen glycol 6000, Talc, Titan dioxid, Mau
Tartrazin lake, Mau Sicovit red.

DANG BAO CHE

Vién nén dai bao phim.

QUY CACH PONG GOI \/\’
Hop 3 vix 10 vién. p, /
CHI PINH :

Piéu tri cic con dau tir trung binh dén ndng.

LIEU LUQNG VA CACH DUNG

Dung ubng, thudc khéng bi anh hudng bai thirc an. i

- Ngudi 16m, ngudi gia va tré em trén 12 tudi: Liéu tdi da 12 1 dén 2 vién mdi 4 dén 6 gitr va khong qué 8 vién trong 1 ngay.

- Tré em dudi 12 tudi: Khong khuyén céo ding.

- Suy thin (CICr < 30 ml/phat): Khéng qua 2 vién trong 12 gid.

- Suy gan nang: Khong dung.

- Khéng ding thudc dé ti diéu tri giam dau qud 10 ngay.

CHONG CHI PINH A

- Qué mén véi tramadol, paracetamol hay bét cir thanh phén nao cta thude hogic véi cac thuée Opioid.

Lién quan tramadol: :

- Ngd doc cdp tinh do ruou, thude ngi, cc chét ma tay, céc thube giam dau trung wong, thube Opioid va cic thuéc huéng
than.

- Ngirdi dang ding hodgc méi ding thudc icc ché MAO (ngitng thudc chira dén 15 ngay).

- Suy ho Irr’fp ning, suy gan ndng.

- Tré em duwéi 12 tudi.

Lién quan paracetamol:

- Ngwai bénh thiéu hut glucose - 6 - phosphat dehydrogenase.

THAN TRONG KHI SU DUNG

- Khong ding véi céc thuée khac chira paracetamol hay tramadol.

Lién quan tramadol:
- Ngirng thudc dpt ngét cd thé gay nén hji chitng cai thudc, biéu hién: Hét hodng, ra mé hdi, mit ngi, buén nén, run, tiéu
chay, ding long. Trong mit so truweong hgp cd thé xdy ra do gidgc, hoang tiwdng. Do viiy, nén ding tramadol liéu thilp nhit
cd tdc dung, khong nén ding thuéc thwang xuyén, dai ngay va khéong nén ngieng djt ngot ma )oiuif giam din liéu.
- Miic dit thudc khong gay gidi phdng histamin nhung trong mt sé trieong hgp khi diing thudc lin diu tién cd thé gay nén
sdc phin vé ndng, tuy nhién it gip tie vong. Nhitng nguwoi cé tién sir sfc phan v¢ véi codein hodc cdc opioid khi diing
tramadol dé cd nguy ca soc phan v¢.
- Nguy co gdy co gidt cé thé xdy ra khi ding déng théi tramadol véi céc thube SSRI (trc ché téi hdp thu serotonin), TCA (céc
hgp chiét 3 vong), céc Opioid, IMAO, thudc an than hay cc thude 1am giam ngudng co giat; hay trén céc bénh nhén bj dong
kinh, bénh nhén c6 tién sir co git, hay c6 nguy co co gidt.

- Nguy co gdy suy hd hip trén nhirng bénh nhan c6 nguy co suy hé hip hofc khi ding liéu cao tramadol véi thudc té, thuée
mé, rugu.

- Thén trong khi sir dung déng thti ZANDOL® véi céc thube trdm cam hé thin kinh trung wong nhu rugu, Opioid, thubc té,
thudc mé, thudc ngu, thuée an thin, & ngudi bi tang 4p luc ndi so hay chén thwong diu.

- Cin than trong khi str dung cho céc bénh nhén: Nghién thube phién vi c6 thé gay tai nghién; nghién rugu man tinh vi c6
nguy co gdy dgc tinh trén gan.

- Vigc ding Naloxon trong xtr Iy qué liéu tramadol c6 thé tang nguy co co gidt.

- Vi nhimg bénh nhén ¢6 do thanh thai creatinin du6i 30 ml/phut duge khuyén céo liéu ding khéng qué 2 vién cho mdi 12
gid.

Lién quan paracetamol:

* Bdc si can canh bdo bénh nhin vé cdc diu higu ciia phan timg trén da nghiém trong nhir hpi chieng Steven-Jonhson
(8JS), hi chirng hogi tir da nhiém djc (TEN) hay hpi chieng Lyell, hyi chieng ngogi ban mun mui toan thin cip tinh
(AGEP).

- Paracetamol ticong i khong dgc v6i lidu didu tri. Tuy nhién, doi khi cé nhimg phdn tng da gom ban da ddt sin ngita
va may day; nhitng phdn itng man cam khdc gom phic thanh ,:qmi"' phix mach, va nhitng phan teng kiéu phén vé cd thé it
khi xdy ra. Gidm tiéu cdu, giam bach cdu, va giam toan thé huyét cdu dd xdy ra véi vigc sit dung nhing dén chit p-
aminophenol, dfic bigt khi diing kéo dai cdc lidu I6n. Gidm bach cdu trung tink va ban xudt huyét giam tiéu ciu da xdy ra
khi dixng paracetamol. Hiém gdp mét bach cdu hat & nguwdi bgnh ding paracetamol.

- Ditng paracetamol thin trong & nguedi binh cé thiéu mdu tir tricde, vi chitng xanh tim c6 thé khong biéu 19 ro, mic di cd
nhitng ndng dj cao nguy hiém ciia meth emoglobin trong mdu.

- Udng nhiéu ricqu cd thé gy dje tinh véi gan ciia paracetamol; nén trdnh hodc han ché udng riegu.
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- Thén trong voi bénh nhén suy gan ning.

- Khong ding qué lidu chi dinh.

PHU NU CO THAI VA CHO CON BU

- Tramadol di qua nhau thai. Khéng cé nghién ciru dﬁy du va déng tin cdy trén phy ni¥ c6 thai. Sir dung an toan cho phy nir cé
thai chua dugc khing dinh.

- Khong nén dung ZANDOL® cho phy nir cho con bt vi d§ an toan cia nd déi v6i tré nhd va tré so sinh van chua duge nghién
curu.

ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC '

Khong str dung thude khi dang 14i xe va van hanh may méc vi thude ¢6 thé gay budn ngu, hoa mét chéng mat. LV’

~

TUONG TAC VOI CAC THUOC KHAC VA CAC DANG TUONG TAC KHAC

Diing dong théi ZANDOL® véi céc thude:

Lién quan tramadol: ; : J )

- Thudc tre ché MAQO hay thudc (rc ché tai hap thu serotonin: C6 the [am ting nguy co xdy ra cdc tic dung phy, gdm hoi chimg
co gidt va hgi chirng serotonin.

- V&i carbamazepin: Lam tdng dang ké sy chuyén héa tramadol, din dén lam giam tac dung giam dau ctia tramadol.

- Tramadol dugc chuyén héa thanh M1 (chét chuyén héa 6 tic dung) bing CYP2D6. Uéng quinidin cuing véi tramadol s lam
tang ham lugng cua tramadol. Két qua lam sang cua tuong téc nay khong rd.

- Véi céic chéit thudc nhom warfarin: Theo nguyén tic y t¢, phai djnh ky dénh gid thoi gian dong méu ngoai lai khi dung dong
thoi ZANDOL® véi céc thubc ndy do ghi nhan INR (chi s6 binh thuémg qudc té) tang & mét sé bénh nhén.

- Céc nghién ctru trong éng nghiém vé tuong tac thudc trén microsom cia gan ngudi cho thdy uéng ZANDOL® véi céc chét
irc ché CYP2D6 nhu fluoxetin, paroxetin, amytriptylin ¢6 thé 1am han ché chuyén héa tramadol.

- Vi cimetidin: Khong lam thay déi tinh chét duge déng hoc ciia tramadol trén phuong dién lam sang.

Lién quan paracetamol:

- Udng dai ngay liéu cao paracetamol lam ting nhe tdc dung chong dong ciia coumarin va din chdt indantoin. Tic dung
nay khang quan trong vé lam sang, nén paracetamol dwrgc wa ding hon salicylat khi ciin giam dau nhe hogdc sot cho ngudi
bénh dang ditng coumarin hodc dan chit chat indantoin.

- Can chii y dén kha ning gay ha sot nghiém trong & nguwdi bénh ditng dong thai phenothiazin va li¢u phdp ha nhiét.

- Ubng rweou qud nhiéu va dai ngay cd thé lam tang nguy co paracetamol gdy djc cho gan.

- Thudc chéng co giat (gém phenytoin, barbiturat, carbamazepin) gély cam ieng men & microsom thé gan, cé thé lam ting
tinh déc hai cia paracetamol do ting chuyén hda thuéc thanh nhitng chit djc hai véi gan. Ngoai ra, ding dong thoi
isoniazid véi paracetamol ciing cd thé din dén ting nguy co djc tinh véi gan, nhung chica xdc dinh dirge co ché chinh xdc
cda twong tic nay. Nguy co paracetamol gay doc tinh gan gia tang ddng ké ¢ nguwoi bénh uéng liéu paracetamol l6n hon
liéu khuyén ding trong khi dang diing thude chéng co gidt hodc isoniazid. Thweomg khéng can giim liéu & ngwoi bénh
ditng dong thoi liéu diéu tri paracetamol va thudc chéng co gift; tuy vy, ngudi bénh phdi han ché tw ding paracetamol
khi dang diing thude chéng co gigt hodc isoniazid.

TAC DUNG KHONG MONG MUON

- Thuong gdp: Budn non, hoa mit choéng mét, budn ngu. ,

- It gdp: Suy nhuge, mét moi, dau diu, dau byng, tdo bon, tiéu chay, kho tiéu, déy hoi, khé miéng, chén an, lo lang, kich thich,
ngtra, phét ban, tang tiét md hoi va ha huyét dp tir thé dieng.

- Hiém gdip: Dau nguc, rét run, ngdt, hoi chimg cai thudc, tang hofic tyt huyét 4p, co gidt, cing co, dau nira diu, chéng mat, &
tai, phan den do xuét huyét tiéu héa, loan nhip tim, dénh trong nguc, cdc xét nghiém vé gan bt thuémg, giam can, trdm cim,
thiéu mau, kho tho, rdi loan tiéu tién, tim nhin khong binh thudng. :

* Cdc tdc dung phy khdc cita tramadol: Ha huyét 4p thé dimg, cic phan tmg dj (mg (phan img phan vé, ndi mé day, hoi
chimg Stevens-Jonhnson), rdi loan chirc ning nhén thirc, viém gan, creatinin tdng cao. Hji chimg serotonin (sot, kich thich,
run, cing thing, lo 4u) xay ra khi ding két hop tramadol véi céc thube irc ché chon loc tai hép thu serotonin va trc ché MAO.
Tramadol rat hiém khi lam thay déi tic dung cua warfarin, ké ca tang thdi gian déng mau.

* Tdc dung phu khdc cia paracetamol: Cic tdc dung khdng mudn it gip la: Ban, buon nén, loan tao mdu (giam bach cdu
trung tinh, giam toan thé huyét ciu, giam bach cu), thidu mdu. Bé¢nh thin, dpc tinh thin khi lam dung dai ngay. Hiém
gdp phan teng qud mén. /

Thong bdo cho Bic sT nhimg tac dyng khong mong mudn gp phai khi sir dung thudc.

QUA LIEU VA CACH XU TRI

* Qué liéu: Biéu hién 1am sang cia viéc dung thudc qua liéu c6 thé 1a céc déu hiéu hay triéu chimg cia ngd doc tramadol,
paracetamol hay cua ca hai.

- Déu hiéu cua dung tramadol qué lidu 12 suy hd hip, hén mé, co giat, ngimg tim va tir vong :

- Dung lidu rit cao paracetamol cé thé gdy dc cho gan trén mgt s6 bénh nhan, tridu chimg sém c6 thé 1a: kich img dudng tiéu
héa, chén n, budn nén, non, khé chiu, nhot nhat, toat mé hdi. Céc triéu chimg nhiém dgc gan cé thé xudt hién sau 48 den 72
gi®r sau khi udng thudc. : i

* Xir trf: Qu4 liéu ZANDOL® c6 thé gy chét ngudi do qué liéu nhidu thudc, vi thé néu c6 thé, nén c6 hi chan cia céc chuyén
gia. Trong khi naloxon giai quyét dugc mot sé (khong phai tit cd) c4c triéu chimg do ding qué liéu tramadol, nguy co co giét
ciing tang lén khi dung cting naloxon.

Dya vao kinh nghi¢m khi sir dung tramadol, lgc méu khdng hy vong gitip dugc cho viéc dung qué liéu vi nd thai tnr dudi 7%
lugng thudc udng vao trong vong 4 gitr loc. Khi diéu trj qué liéu ZANDOLS, truée hét phai dam bdo thoang khi song song v6i
céic céich xr 1y khéc. D& lam gidm hép thu thude, c6 thé gdy non bing co hoc hay diing sird ipeca néu bénh nhan ¢ tinh trang
nguy kich (tly vao phan xa cia hiu va hong). Uéng than hoat (I g/kg) sau khi da lam sach da ddy. Liéu ddu tién nén udng .
thém cung 1 liéu thubc tAy nhe thich hgp. Néu ding lidu nhic lgi, nén dung xen k& véi thudc ty nhe. Ha huyét 4p thung do
nguyén nhan giam thé tich méau va nén b sung ddy du. Xir Iy c4c yéu td gdy co mach va céc bién phép hd trg khéc cling cdn
phai thyc hign. Nén dit éng thong noi khi quan trude khi thyc hién liéu phép rira da day v6i bgnh nhén bt tinh, va khi cdn
thiét, phai trg ho hép.

Vi bénh nhén 12 ngudi 16n va tré em, bit cir trudmg hop nao da udng 1 luong khong biét paracetamol hofic khi nghi ngéy hay
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khong chic chin vé thdi gian dung thudc nén xéc dinh nong d¢ paracetamol trong huyét tuong va xu Iy bang acetylcystein.
Néu khong thé dinh lugng va lugng paracetamol da udng udc tinh vuot qua 7,5 dén 10 gam di v&i ngudi 16n va ngudi trudng
thanh , 150 mg/kg déi véi tré em thi treée hét nén udng N-acetylcystein va iép tuc céc bién phép x Iy khéc.

DUQC LUC HQC : " ) : .
Tramadol la thudc giam dau trung uong. it nhét xay ra theo 2 co ché, lién két cua chat gbc va chat chuyén héa hoat tinh (M1)
véi thy thé Mu-opioid receptor va trc ché nhe tai hép thu cua norepinephrin va serotonin.

Paracetamol 1 1 loai thuéc giam dau trung wong khéc. Co ché va vj tri tac dong giam dau chinh xac
rang.

Khi phdi hop trén don
DUQC PONG HQC
Tramadol dugc ding ¢ dang racemic,
hodn.

Tramadol hip thu chim hon nhung c6 thoi

cua né chua xdc dinh o

g vit & phong thi nghiém, viéc phéi hgp tramadol va paracetamol cho thiy chiing c6 téc dong hop lyc.
ca dang ta truyén va hitu truyén cua ca tramadol va M1 déu dugc tim thdy trong hé tudn

gian bén thi dai hon so v6i paracetamol. Sau khi uéng 1 lidu don vién phéi hop
tramadol/paracetamol (37,5 mg/325mg) nong d 16m nhiét trong huyét tuong cua [(+)- tramadol/(-)- tramadol] 12 64,3/55,5
ng/ml dat dugc sau 1,8 gidr va cia paracetamol 12 4,2 ng/ml sau 0,9 gi¢r. Thai gian ban thai t,, trung binh cua [(+)- tramadol/(-
)- tramadol] 1 5,1/4,7 gir va ctia paracetamol la 2,5 gio.
Nghién ciru duge dong hoc trén ngudi tinh nguyén cho thay khong cd sy twong téc thudc gitra tramadol va paracetamol.
Hip thu:

Sinﬁ kha dung hoan toan trung binh cta tramadol khoang 75% sau khi uéng 100 mg tramadol. Nong do dinh trong huyét
tvong tinh trung binh cia racemic tramadol va M1 dat dwgc & khoang 2 va 3 gid sau khi ngudi khoe manh udng 2 vién
ZANDOL® j !
Paracetamol dugc hdp thu nhanh sau khi udng, gan nhu hoan toan va ¢ rut non. Nong d¢ dinh trong huyét twong cua
paracetamol dat dugc trong vong 1 gidr va khong bj anh huong khi uong cung tramadol. y

Ubng ZANDOL® ciing v6i thirc &n khong c6 su thay déi nao vé nong dg dinh trong huyét twong hay mirc d§ thap thu cia
tramadol hoiic paracetamol, vi thé c6 thé uong ZANDOL® ma khong phai phy thugc vao bira an.

Phiin bd:

Sy giin két cua tramadol véi protein huyét twong ngudi khodng 20% va sy gén két ciing xudit hién khi nong do tir do 1én dén 10
pg/mL. Sy bdo hoa ciia diém gén trén protein huyét twong chi xay ra & nong do vugt qud pham vi lam sang.

Paracetamol dugc phan bd rong, hau hét trén cac mo cia co thé trir md md. Thé tich phan bé khoang 0.9 L/kg. Mot ty 1& nho
(khoang 20%) paracetamol lién két v6i protein.

Chuyén héa: 1
Khodng 30% thubc dugc thai trir qua nudc tiéu dudi dang khong thay dbi, trong khi d6 khodng 60% thude duge thai trir dudi

dang céc chat chuyén héa. Cach chuyén héa chi yéu Ia khir nhom methyl & vj tri N- va O- hogc két hop vai glucoronid hay

sulfat & gan.
Tramadol duge chuyén héa bing nhiéu cach, trong d6 cé ca CYP2D6. Paracetamol dugc chuyén héa chu yéu & gan béng co

ché dong hoc béc thir nhét va theo 3 cach riéng biét:

a) Keét hgp véi glucoronid

b) Két hop véi sulfat R‘L\J‘/

¢) Oxy héa théng qua enzym cytochrom P450

Thai trir:

Tramadol va chit chuyén héa cta n6 thai trir chi yéu qua than. Thoi gian ban thai cua racemic tramadol va M1 tuong g
khoang 6 va 7 gio. Thoi gian ban thai cia racemic tramadol tir khoang 6 gir ting 1én 7 git khi ding téng thém liéu
ZANDOL®. Thoi gian ban thai cia paracetamol khoang 2 dén 3 gi¢r & ngudi 16, ngéin hon mot it & tré em va dai hon mgt it &
bénh nhdn xo gan va tré so sinh. Paracetamol duge thai trir khoi co thé chu yéu biing céch két hgp véi glucoronid va sulfat tiy
thudc vao liéu ubng. Dudi 9% paracetamol duge thai trir dudi dang khdng dbi qua nudr tiéu.,

BAO QUAN: Noi kho, nhiét d9 du6i 30°C, tranh 4nh sang.

HAN DUNG: 36 thang ké tir ngay sin xut.

- THUOC NAY CHi DUNG THEO PON CUA BAC SI

-POC KY HUONG DAN SU DUNG TRUGC KHI DUNG

-NEU CAN THEM THONG TIN XIN HOI Y KIEN BAC SI

- PE XA TAM TAY TRE EM

NHA SAN XUAT VA PHAN PHOI

CONG TY CO PHAN XUAT NHAP KHAU Y TE DOMESCO

Dja chi: 66 - Qudc 1§ 30 — Phudmg My Pha — TP Cao Lanh — Dbdng Thép

Dién thoai: (067) - 3851950

PHO CUC TRUGNG
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