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HUONG DAN SU DUNG
Tén thube: * HADUPARA TRAMADOL EFFER
Dé xa tam tay tré em. Poc kj huéng dén sir dung truce khi ding.
Thuée nay chi ditng theo don thudc.

1. Thanh phén cong thirc thude: Cho 1 vién nén sii bot.

Thanh phan hoat chat:

Paracetamol 325 mg

Tramadol hydrochlorid 37.5mg

Thanh phan ta dwoc: Acid tartaric, Acid citric anhydrous, Natri

bicarbonat, Natri saccharin, Aspartam, Natri clorid, Acesulfame )
Vira da 1 vién

Kali, Dudng tring, Povidone K30, Natri benzoate, Polyethylene
Glycol 6000, Huong cam.

2. Dang bao ché:

Vién nén sui bot, hinh tron, mau tring dén vang nhat.

3. Chi dinh:

Giam dau trong céac truong hop dau vira dén dau ning.

4. C4ch ding, liéu dung:

4.1. Lidu diing:

Liéu ding nén dugc diéu chinh tuy theo mirc 6 dau va muc d6 nhay cam cia tirng bénh
nhan. Liéu thép nhit c6 hiéu qua dbi voi thude gidm dau néi chung nén dugc lya chon.
Trong moi truong hop, Tramacet khong duge dung lau hon mirc cAn thiét (xem thém phin
6). Néu nhu can phai st dung nhidu 14n hodc didu tri l4u dai bing Hadupara tramadol
effer do tinh chat va mitc dd nghiém trong cta bénh, sau d6 nén tién hanh theo ddi cén
than, thuong xuyén (c6 thoi gian nghi diéu tri, néu ¢6 thé), dé danh gia xem li¢u viéc tiép
tuc diéu tri 12 can thiét.

Nguwoi trudng thanh vi tré em trén 12 tudi: Lidu khuyén cdo 1a 2 vién nén sui. Trong 1
s6 trudmg hop liéu dung c6 thé tang 1én theo hudng dan cua bac si. Thoi gian ngén nhat
gifta 2 lidu 14 6 giv, khong st dung qué 8 vién mdi ngay.

Tré em dwéi 12 tudi: Viec st dung Hadupara tramadol effer hi¢u qua va an toan chua
duoc xac dinh & tré em dudi 12 tudi. Do d6 viée diéu tri khong duoc khuyén khich trong
nhém dén sb nay.

Ngwoi cao tudi
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Viéc didu chinh lidu thudng khong cin thiét & nhitng bénh nhan dén 75 tudi khong c6 biéu
hién suy gan hodc than trén lam sang. () bénh nhén cao tudi trén 75 tudi, thoi gian thai trir
¢6 thé kéo dai. Vi vy, néu cin thibt, khoang cach ding thude s& dugce kéo dai theo yéu cau
cua bénh nhan.

Suy than/chay thin

O bénh nhén suy thin, viéc thai trir tramadol bi chém lai. O nhitng bénh nhan nay, viéc kéo
dai khoéng cach dung thudc phai duge can nhéc cin than tiy theo yéu céu cta bénh nhén.
Suy gan

O bénh nhan suy gan, viéc thai trir tramadol bi cham lai. O nhirng bénh nhan nay, viéc kéo
dai khoang cach dung thube phai dugc can nhéc cén than tiy theo yéu cAu ctia bénh nhan.
Do ¢6 chira Paracetamol nén khong nén ding Hadupara tramadol effer sii bot & bénh
nhan suy gan ning.

4. 2. Cdch dung:

Thube dung theo dudng ubng.

Cho 1 vién nén sui vao khoang 200ml nudc, doi vién tan hoan toan roi udng.

5. Chéng chi dinh:

Qué min v6i bét ky thanh phan nao cta thudc;

Bénh nhan dang st dung thudc rc ché MAO, hogc ding thudc nhung chua qua 2 tuan.
Ngb doc cép tinh véi cac chét nhu ruou, thude ng, thude giam dau trung uong, thude co
tac dung gibng thudc phién khac, thubc huéng than.

Bénh dong kinh khéng dugc kiém soat bing diéu tri;

Suy gan nidng.

6. Canh bdo va thin trong khi diung thude:

Canh bao:

- () ngudi 16n va thanh thiéu nién tir 12 tudi tré 1én. Khong duge vugt qua lidu téi da 8 vién
Hadupara tramadol effer.

Pé tranh vo tinh dung qué liéu, bénh nhan nén duoc khuyén khong nén dung quéa lidu
khuyén c4o va khong nén sir dung bét ky san pham chira paracetamol nao khéc (bao gom
cé thude khong ké don) hodic tramadol hydrochloride ma khong co su tu vén clia bac s¥.

- Trong trudng hop suy thin ning (d9 thanh thai creatinin < 10 ml/mm), khong nén dung

Hadupara tramadol effer
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() bénh nhan suy gan ning khong nén st dung Hadupara tramadol effer. Nguy co qua lidu
Paracetamol cao hon & nhiing bénh nhan méc bénh gan do rugu khong xo gan. Trong
trudng hop diéu tri giam dau trung binh, viéc kéo dai khoang cach gifta cac lidu nén dugc
xem xét can than.

- Trong truong hgp suy ho hép nang khéng nén ding Hadupara tramadol effer.

- Tramadol hydrochloride khong thich hop dé thay thé & bénh nhan 1¢ thudc opioid. Mic
du 1 chét chii van opioid nhung tramadol hydrochloride khéng thé ngan chin céc triéu
chirng cai morphin.

- Co git di dugc bao cao ¢ nhimg bénh nhan dé& bi co giat khi diéu tri béng tramadol
hydrochloride hodc dang dung cac thube khac 1am giam ngudng co giét, dic biét 1a cac
thude Gc ché tai hip thu serotonin c6 chon loc, thubc chbng trim cim ba vong, thudc choéng
loan thin, thudc giam dau tic dung trung wong hodc gy t€ cuc by. Bénh nhan dong kinh
duge kiém soat bang phuong phép didu tri hodic bénh nhan dé& bi co giét chi nén diéu tri
bing Hadupara tramadol effer néu trong nhitng tinh hudng bt bude. Co giat da dugc bao
cdo & nhirng bénh nhan dung tramadol hydrochloride ¢ murc lidu khuyén céo. Nguy co co
thé tang 1én khi liéu tramadol hydrochloride vuot qua gidi han lidu dung duge khuyén cao
trong muc liéu dung.

- Khong khuyén céo st dung ddng thoi cac thude chu vin-déi khang opioid (nalbuphine,
buprenorphine, pentazocine)

R&i loan ho hép lién quan dén gic ngi

Opioid ¢6 thé gay rdi loan hd hip lién quan dén gidc ngl bao gdm ching ngung thé khi
ngu trung wong (CSA) va tinh trang thiéu oxy lién quan dén giAc ng.

Viéc st dung opioid lam ting nguy co méc CSA theo kiéu phu thudc vao lidu lugng. 0
nhitng bénh nhan c6 biéu hién CSA, hiy cAn nhic viéc giam tong liéu opioid.

Thin trong khi sit dung

Nguy co do sit dung ddng thoi cac thude an thdn nhw enzodiazepin hodc céc thudc lién
quan.

Viéc sit dung dong thoi Hadupara tramadol effer va cac thudc an thin nhu benzodiazepin
hodic cac thude lién quan cd thé din dén budn ngu, suy hd hép, hon mé va tir vong. Vi
nhitng nguy co nay, viéc ké don ddng thoi véi cac thudc an than nay nén dugc danh riéng

cho nhitng bénh nhan khong thé lya chon phuong phéap diéu tri thay thé. Néu quyét dinh
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ké don Hadupara tramadol effer ddng thoi vai thude an thin thi nén st dung lidu thip nhit
¢6 hiéu qua va thoi gian diu tri ddng thoi cang ngén cang tot.

Bénh nhén cin dugc theo ddi chit ché cac dAu hiéu va triéu chitng suy ho hép va an thén.
Chn théng bao cho bénh nhan va ngudi cham séc ho biét vé nhing triéu ching nay.

Su dung nap va su phu thudc v& thé chit va/hodic tAm 1y c6 thé tién trién, ngay ca & lidu
diéu tri. Can xem xét thudng xuyén nhu céu 1am sang v& diéu tri giam dau. O nhitng bénh
nhéan phu thudc opioid va nhiing bénh nhan cd tién str lam dung hoic 1& thude thudc, chi
nén didu tri trong thoi gian ngén va dudi sy giam sat y té.

Nén than trong khi str dung Hadupara tramadol effer & nhitng bénh nhén bi chén thuong
so ndo, nhitng bénh nhén d& bi rdi loan co giat, 161 loan dudng mat, trong tinh trang sdc, &
trang thai ¥ thire thay dbi khong rd nguyén nhan, c6 vAn dé anh hudng dén trung tdm ho
hép hodc chiic ning hd hép, hoic ting 4p luc ndi so.

Paracetamol khi ding qué lidu c6 thé gy doc cho gan & mdt s6 bénh nhan.

Céc triéu chirng ciia phan g cai thuéc, twong ty nhu nhitng triéu chimg xdy ra trong qua
trinh cai thubc phién, c6 thé xdy ra ngay ca & lidu diéu trj va diéu tri ngan han. Cc triéu
ching cai thude cé thé tranh duoc bing cach giam dan lidu luong tai thoi diém ngimg
thude, dic biét 14 sau thoi gian didu tri dai. Hiém khi c6 trudong hop 1€ thude va lam dyng
duoc bao cao.

Trong mot nghién ctru, viée st dung tramadol hydrochloride trong qua trinh gdy mé toan
than biing enflurane va oxit nito d3 dugc béo cdo 1a gitp tang cudng kha ning hdi tinh lai
trong khi phiu thuét. Cho dén khi c6 thém thong tin, nén tranh st dung tramadol
hydrochloride trong qua trinh gy mé muc do nhe.

Hadupara tramadol effer cé chira natri. Diéu nay cin dic biét duge tinh dén dbi voi nhitng
ngudi c¢6 ché do an it mudi.

Paracetamol tuong d6i khong doc véi lidu didu tri, va khi ding dudi sy huong dén ciia
thdy thudc. Tuy nhién, ding qua lidu paracetamol 12 nguyén nhan chinh gdy suy gan cép.
Ding nhiéu ché phim chita Paracetamol (acetaminophen) ddng thoi c6 thé dan dén hau
qua cd hai (nhu qua lidu paracetamol).

Béc si cin canh bao bénh nhén vé cic dAu hiéu cta phan (g trén da nghiém trong nhu hoi
chtng Steven-Jonhson (SJS), hoi chimg hoai tir da nhiém ddc (TEN) hay hoi ching Lyell,

hoi chirmg ngoai ban mun mu toan than cap tinh (AGEP).
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Khi phat hién nhiing d4u hiéu phét ban trén da dau tién hogic bét ky dau hi¢u phan (g qué
mAn nao khac, bénh nhin can phii nglng sir dung thude. Nguoi da ting bi cac phan ing
trén da nghiém trong do paracetamol gay ra thi khong dugc dung thubc tré lai va khi dén
kham chita bénh cin thong bao cho nhan vién y t& biét v& vin dé nay.

Do6i khi ¢6 nhitng phan Uing da gbm ban dat san ngia va may day; nhitng phan tng man
cam khac gobm phu thanh quan, phi mach, va nhitng phan ng kiéu phan vé c6 thé it khi
xéy ra. Giam tidu cdu, gidm bach cAu, va giam toan thé huyét cau da xay ra véi viéc

st dung nhirng dan chét p-aminophenol, dic biét khi dung kéo dai cac liéu 16n. Giam bach
cau trung tinh va ban xudt huyét giam tiéu cdu da xay ra khi dung paracetamol. Hiém gap
mAt bach cau hat & ngudi bénh ding paracetamol.

Phai than trong khi ding paracetamol cho nguoi bi suy gan, suy than, nguoi nghién ruqu,
suy dinh dudng man tinh hodc bi mit nuéc. Tranh ding lidu cao, ding kéo dai va dung
theo duong tinh mach cho nguoi bi suy gan.

Phai dung paracetamol than trong ¢ ngudi bénh co thiéu méau tir truéc, vi chirng xanh tim
c6 thé khong biéu 16 16, mdc du ndng do cao & mirc nguy hiém cua methemoglobin trong
mau.

Ubng nhiéu rugu cd thé gay tang doc tinh v6i gan cla paracetamol, nén tranh hodc han ché
ubng rugu.

Neudi cao tudi (dic biét trén 75 tudi), bénh nhan suy nhuge va bénh nhén c6 ri loan ho
hép man tinh c6 nguy co cao gip ADR.

Phai st dung tramadol than trong & bénh nhén c6 tang ap luc ndi so, chan thuong so, roi
loan trung tdm hodc chirc nang hod hép.

Tranh dung & bénh nhin c6 ¥ dinh tu sat hodc dé bi nghién; st dung than trong & bénh
nhan dang dung thudc an thin, thudc chéng tram cam va & ngudi nghién ruou.

Nhén vién y té phai canh giac dbi véi su lam dung va st dung sai thube. St dung thin trong
& bénh nhéan co tién st bénh dong kinh hodc & ngudi dé bi con dong kinh, va trong didu tri
c4c bénh cép tinh & bung vi thudc c6 thé che 1ip dau. Sir dung thén trong va gidm lidu &
bénh nhan suy gan hodc suy thén. Viéc dung thubc kéo dai c6 thé gay quen thubc va nghién
thudc; phai tranh ngling thudc dot ngodt. Viée giam dén liéu dung trong thoi gian ngling

thudc 1am gidm nguy co xay ra cac triéu ching cai thude.
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Tramadol c6 thé ¢6 tac dung @ ché hé TKTW, lam suy gidm kha ning hoat dong vé tinh
than va thé chét, nén bo trudc cho bénh nhén phai than trong khi thyce hién cac cong viéc
cn su tinh tdo vé tinh than (nhu 14i xe hogic van hanh may méc).

Bénh nhén bi ri loan di truyén hiém gip nhu khong dung nap fructose, kém hip thu
glucose- galactose hodc thiéu hut enzym sucrase-isomaltase khong nén dung thubc nay.
Thubc nay c6 chua natri do d6 khi ding thudc nay kéo dai nén tham khao y kién béc sy
(dic biét cac dbi twong c6 bénh 1y vé tim mach) va nén an theo ché d6 it mubi natri.

7. St dung thude cho phu nit cé thai va cho con bi:

Thoi ky mang thai:

Vi Hadupara tramadol effer la su két hop ¢ dinh cta céac hoat chét trong d6 c6 tramadol
hydrochloride nén khéng nén st dung trong thoi ky mang thai.

- Dit liéu lién quan dén Paracetamol:

Céc nghién ciru dich t& hoc & phy nit mang thai cho thiy khong c6 tac dung phu nao do su
dung Paracetamol & lidu lugng khuyén céo.

« Dit liéu vé tramadol hydrochloride:

Khong nén str dung tramadol hydrochloride trong thoi ky mang thai vi khong c6 du bang
chirng dé danh gia sy an toan ca tramadol hydrochloride ¢ phu nit mang thai. Tramadol
hydrochloride dung trude hodc trong khi sinh khong anh hudng dén su co bop tir cung. 0
tré so sinh, n6 c¢6 thé gay ra nhitng thay ddi v& nhip h6 hip ma thudong khong cé ¥ nghia
1am sang. Diéu tri 1au dai trong thoi ki mang thai co thé din dén cac tridu chimg cai thude
o tré so sinh sau khi sinh.

Thoi ky cho con bi:

Vi Hadupara tramadol effer 1a sy két hop ¢ dinh cta cac hoat chét bao gdm tramadol
hydrochloride nén khong nén dung thudc nay trong thoi gian cho con bu.

» Di¥ li¢u lién quan dén Paracetamol:

Paracetamol dugc bai tiét vao sita me nhung v6i luong khong dang ké vé mit 1am sang.
Céc dir liéu dugc cong bé hién co khong chéng chi dinh cho phu nit cho con ba b'fmg cach
sir dung cac san phim thudc don thanh phéan chi chira Paracetamol.

« Dit liéu vé tramadol hydrochloride:

Khoang 0,1% liéu tramadol ctia ngudi me dugc bai tiét qua stta me. Trong giai doan ngay
sau khi sinh, d6i vé6i lidu ubng hang ngay cia ngudi me 1én t6i 400 mg, lugng tramadol

trung binh ma tré bi me tiéu thu 1a 3% licu luong diéu chinh theo cin ning cua nguoi me.
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Vi Iy do nay khéng nén st dung tramadol trong thoi ky cho con b hodc nén ngung cho
con bu trong thoi gian diéu tri bing tramadol. Néi chung khong can thiét phai ngimg cho
con bt sau khi ding mét lidu tramadol.

Kha ning sinh sin

Giam sat sau khi dua thudc ra thi trudng khéng cho thdy tac dung ctia tramadol dbi vai kha
nang sinh san.

Céc nghién ctru trén dong vat khong cho thiy tac dung cia tramadol dbi v6i kha ndng sinh
san. Khong cd nghién ctru nao vé kha ning sinh san dugc thuc hién vdi sy két hop
tramadol va paracetamol

8. Anh hwéng ciia thudc 1én kha niing 14i xe, vin hanh may méc:

Tramadol c6 thé giy budn ngii hogic chéng mat, cic bt lgi dugc ting cuong khi str dung
cung rugu hodc cac thubc trc ché than kinh trung wong khéc. Thube 1am suy gidm chirc
ning nhén thic va co thé anh huong dén kha ning 14i xe an toan va van hanh may moc
ciia bénh nhén, vi viy khong nén 14i xe hodc van hanh may moc khi st dung thude.

9. Twong téc thude, twong ky, ciia thude

Chéng chi dinh sii dung dong thoi voi:

o Thudc trc ché MAO khéng chon loc

Nguy co mic hdi chimg tiét serotonin: tiéu chay, nhip tim nhanh, tang tiét md héi, run ray,
trang thai 1a 14n, thAm chi hén mé.

o Thuéc tkc ché chon loc-A MAO

Ngoai suy tir cac chét trc ché MAO khong chon loc

Nguy co mic hdi ching tiét serotonin: tiéu chay, nhip tim nhanh, ting tiét md hoi, run ray,
trang thai 13 13n, thim chi hon mé.

o Thube tic ché MAO chon loc-B

Céac triéu chung kich thich trung wong goi dén hoi chimg tiét serotonin: tiéu chay, nhip tim
nhanh, ting tiét md héi, run rdy, trang thai 10 14n, thim chi hon mé.

Trong trwdng hop mai diéu tri bing thude Gc ché MAO, nén tri hoén hai tuan trude khi
didu tri biang tramadol hydrochloride.

Viée siv dung dong thoi khong dicge khuyén khich véi:

* Rwou bia

Ruou lam tang tac dung an thin cta thudc giam dau opioid.

Anh hudng dén sy tinh tdo c6 the khién viée lai xe va sir dung may moc tro nén nguy hiém.
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Tranh ubng dd uéng c6 con va cic san pham thubc c6 chira rugu.

o Carbamazepine va cdc chadt gdy cam itng enzyme khdc

Nguy co giam hiéu qua va thoi gian didu tri ngdn hon do noéng do tramadol trong huyét
tuong giam.

e Thudc chii van-doi khdng opioid (buprenorphine, nalbuphine, pentazocine)

Giam tac dung giam dau do tac dung tGc ché canh tranh & cac thy thé, c6 nguy co xay ra
hoi ching cai thude.

Viéc sir dung dong thoi can dirge xem xét:

- Tramadol c6 thé gy co giat va 1am ting kha ning cla cac chét Grc ché tai hap thu serotonin
c6 chon loc (SSRI), chét tic ché tai hép thu serotonin-norepinephrine (SNRI), thude chéng
trim cam ba vong, thubc chong loan thin va cac san phdm thudc ha ngudng co gidt (nhu
bupropion, mirtazapine, tetrahydrocannabinol) dé gay co git.

» Sir dung ddng thoi tramadol hydrochloride va cac thudc tac dong 1én serotonin nhu thudc
trc ché tai hip thu serotonin c6 chon loc (SSRI), thubc trc ché tai hp thu serotonin-
norepinephrine (SNRI), thude trc ché MAO, thude chdng trim cdm ba vong va mirtazapine
c6 thé gdy ngd doc serotonin. Hoi ching serotonin co thé xay ra khi quan sat thiy mot
trong nhirng diéu sau day:

- Giat giat ty phat

- C6 thé cam ting hodc rung giat nhin chu kém theo kich ddng hoic toat md hoi

- Run rdy va tang phan xa

- Téng truong lyc co va nhiét do co thé > 38°C va rung gidt nhan chu hodic cam ng. Viéc
nging st dung cac thudc tic dong 1én hé serotonin thudng mang lai sy cdi thién nhanh
chéng. Piéu trj phu thudc vao loai va mic d nghiém trong ctia cac triéu ching.

« Céc dan xuét opioid khac (bao gdm céc san phim thude chdng ho va cic phuong phap
didu tri thay thé). Ting nguy co suy hd hép, c6 thé gay tr vong trong trudng hop qua lidu.
« Cac thudc e ché hé than kinh trung wong khac, ching han nhu c4c dén xudt opioid khéc
(bao gdm céc sin phim thudc chéng ho va cac phuong phap diéu tri thay thé), cac thube
giai lo du khac, thube ngi, thude chéng trdm cam c6 tac dung an than, thudc khang histamin
an than, thudc an than kinh, cic san phdm thubc ha huyét 4p tac dung lén trung wong,
thalidomide va baclofen.

Nhitng hoat chit nay cé thé lam ting trdm cam trung tAm. Anh hudng dén sy tinh tio co

thé khién viéc 141 xe va str dung may moc tré nén nguy hiém.
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e Cdc sén phdm thudc an than nhu benzodiazepin hodc cdc chit lién quan:

Viéc sir dung dong thoi opioid véi thudc an than nhu benzodiazepin hodc cic thubc lién
quan lam ting nguy co an than, suy hd hp, hon mé va tir vong do tac dung trc ché than
kinh trung wong cong thém. Nén han ché lidu luong va thoi gian st dung dbng thoi.

- Khi phd hop vé mat y té, nén thyc hién dénh gia dinh ky thoi gian prothrobin khi sir dyng
ddng thoi Hadupara tramadol effer va cac hop chét giéng warfarin do c6 béo céo vé viec
tang INR.

« Trong mdt s6 nghién ctru han ché, viéc st dung thube dbi khang 5-HT3 ondansetron trude
hodc sau phau thuat da [am ting nhu ciu tramadol hydrochlorid & nhitng bénh nhén bi dau
sau phau thuét.

Twong ky cia thude:

Do khong c6 cac nghién ciru v& tinh twong ky cua thudc, khong tron 1an thudc nay véi cac
thude khac. |

10. Tac dung khéng mong mudn:

Céac tac dung khéng mong mudn dugc bao cao phd bién nhét trong cac thir nghi¢m 1dm
sang dugc thuc hién voi Paracetamol/Tramadol hydrochloride két hop gay budn non,
chéng mit va budn ngt gip & hon 10% bénh nhan.

TAn sb dugc xac dinh nhu sau:

Rét phd bién: >1/10

Phd bién: >1/100 dén <1/10

Khong phd bién: >1/1000 dén <1/100

Hiém: >1/10 000 dén <1/1000

RAt hiém: <1/10 000

Khéng x4c dinh: Khong thé uéc tinh tan sut tir dit liéu c6 sin

Trong mdi nhém tAn sudt, cac tac dung khong mong mudn duge trinh bay theo thir fu mire
dd nghiém trong gidm dan.

Ré6i loan tim:

« [t gip: rbi loan nhip tim, nhip tim nhanh, danh tréng nguc.

Réi logn vé mdit:

« Hiém gap: nhin md, co ddng i, gidn dong tir

R6i logn tai va mé dao:

o It gap: U tai

Roi loan tiéu hoa:
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» R4t thuomg gip: budn nén

« Thudng gip: nén mira, tio bén, khd miéng, tiéu chay, dau bung, kho tiéu, déy hoi
It gaip: khé nudt, dai tién phan den.

Rdi loan chung va tinh trang tqi ché ding thude:

» It géip: on lanh, dau ngyc.

Diéu tra:

- it gdp: tang transaminase.

Réi logn chuyén héa va dinh dudng:

» Khong rd: ha duong huyét

Réi logn hé than kinh:

» Rét thuong gap: budn ngi, chéng mit

» Thuong gap: nhuc dau, run riy

« it gdp: co thit co bép khéng chii y, di cam, mét tri nhé

» Hiém giip: co git, mat diéu hoa, ngét, roi loan ngdn ngit.
Réi loan tém théan:

» Thuong gip: trang thai 1o 1An, thay dbi tAm trang, lo lang, hdi hop, hung phan, r6i loan
gidc ngi

» {t gdp: trAm cAm, 4o gidc, &c mdng

» Hiém: mé sang, 1& thudc thudc

Giam sat sau tiép thi

Rét hiém: lam dung.

Réi loan thdn va tiét niéu:

« {t gip: albumin niéu, rdi loan tidu tién (tiéu khé va bi ticu).
Réi loan hé hdp, long ngue va trung thit:

it gap: kho thé

Réi logn da va mé dudi da:

« Thudng gip: tang tiét mo hdi, ngla

« [t giip: phan ting ngoai da (vi du phat ban, may day).

Réi loan mach mau:

« [t gap: ting huyét 4p, néng bung
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Mic du khong dugce quan sat thiy trong cac thir nghiém 1am sang, viéc xay ra cic tac dung
khéng mong mudbn sau diy duoc biét 13 c6 lién quan dén viéc st dung tramadol
hydrochloride hodc paracetamol:

Tramadol hydrochloride

» Ha huyét ap tu thé, nhip tim cham, truy tim mach.

« Giam sat sau khi dua tramadol hydrochloride ra thi truong da cho thdy nhitng thay doi
hiém gap vé tac dung ctia warfarin, bao gdm

ting thoi gian protrombin.

o Trudng hop hiém gap (> 1/10000 dén < 1/1000): phan tng di (g voi cac trigu chimg ho
hép (vi du kho thé, co that phé quan,

thér kho kheé, phu mach thin kinh) va sdc phan vé

« Céc trudmg hop hiém gip (= 1/10000 dén < 1/1000): thay d6i khdu vi, yéu van dong va
suy ho hip

» Tac dung phu vé tAm thén c6 thé xay ra sau khi dung tramadol hydrochloride v6i cuong
dd khac nhau tuy theo ting ca nhan va tinh chét (tuy theo tinh cach va thoi gian dung
thudc). Chiing bao gdm nhitng thay dbi vé tam trang, (thuong 1a hung phén

tam trang do6i khi kho chiu), nhitng thay dbi trong hoat dong (thudng 1a su tc ché dbi khi
tang 1én) va nhitng thay d6i trong nhan thirc

va nang lyc cam giac (vi du nhu 161 loan nhén thirc hanh vi quyét dinh).

« Bénh hen suyén ning hon da dugc bao cao mac du mbi quan hé nhan qua chua dugc thiét
lap.

+ Céc triéu chirng cua hdi ching cai thudc, twong tu nhu nhitng triéu chirg xay ra trong
qué trinh cai thudc phién c6 thé xay ra nhu sau:

kich dong, lo lang, cang thing, mat ngu, ting dong, run va cac tri¢u chimg tiéu hoa. Cac
triéu chirng khac rAt hiém khi xay ra néu ngirg tramadol hydrochloride dot ngdt bao gdm:
con hoang loan, lo ling nghiém trong, 4o gidc, di cam, U tai va céc triéu chimg thin kinh
trung vong bét thuong.

Paracetamol

» Tac dung phu cua Paracetamol rit hiém nhung cé thé xay ra man cam bao gdm phat ban
trén da. DA ¢6 béo cdo vé

rbi loan tao mau bao gdm giam tidu cAu va mat bach cau hat, nhung nhitng didu nay khong

nhét thiét lién quan dén paracetamol.
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« D4 c6 mot s6 bao cho cho thiy ring paracetamol c¢6 thé gay ha protrombin huyét khi dung
v6i cac hop chét gidng warfarin. Trong cic nghién ctru khac, thoi gian protrombin khong
thay déi.
» Céc truong hop phan Gng da nghiém trong rat hiém da dugc béao cdo.
11. Qua li¢u va cich xir tri:
Hadupara tramadol effer 1a sy két hop cb dinh ciia hai hoat chit. Trong truong hop qué
lidu, cac triéu chimg c6 thé bao gdm cac ddu hiéu va triéu chirng ngd doc cua tramadol
hydrochloride hodc paracetamol hodc cuia ca hai hoat chét nay.
Triéu chitng qud liéu tramadol hydrochloride:
V& nguyén tic, khi nhiém doc tramadol hydrochlorid, c6 thé xay ra céc triéu chimg tuong
tu nhu cac triéu chirg cua cac thubc giam dau tac dong 1én trung vong khéc (opioid). Déc
biét, chiing bao gém co dong tir, nén mia, truy tim mach, rbi loan ¥ thirc dén hén mé, co
gidt va suy ho hép dén nging hé hép.
Triéu chitng qud liéu ciia Paracetamol:
Qué4 lidu 13 mdi quan tAm dic biét ¢ tré nho. Céc tri¢u chimg cua qua liéu Paracetamol
trong 24 gid dAu 14 xanh xao, budn ndn, ndn, chan #n va dau byng. Tén thuong gan cé thé
trd nén rd rang tir 12 dén 48 gio sau khi ubng. Nhitng bit thuong vé chuyén hoa glucose
va nhiém toan chuyén hoa cé thé xay ra. Trong truong hop ngd doc ning, suy gan co thé
tién trién dén bénh ndo, hon mé va tir vong. Suy than Cép kém hoai tir 6ng than cap c6 thé
phét trién ngay c khi khong c6 sy t6n thuong gan nghiém trong. Réi loan nhip tim va viém
tuy da dugc béo cao.
Tén thuong gan c6 thé xay ra & ngudi 16n ding tir 7,5-10 g Paracetamol trd [én. Nguoi ta

'+ cho ring luong du thira chit chuyén héa doc hai (thudong duge giai doc hoan toan bang

« glutathione khi uéng liéu théng thudng cua Paracetamol) s& lién két khong thé dao nguge
voi mo gan.
bidu trj khén cip
. - Chuyén ngay dén don vi chuyén mon.

- Duy tri chirc nang ho hép va tudn hoan
- Trude khi bit diu didu tri, nén Iy miu mau cang sém cang t6t sau khi dung qué lidu dé

do ndng @6 Paracetamol va Tramadol trong huyét tuong va 1am xét nghiém chirc ning gan,
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- Thuc hién xét nghiém chirc nang gan khi bt dau (qué lidu) va lap lai sau mdi 24 gid. Su
gia ting men gan (ASAT, ALAT) thuong dugc quan sat thiy va binh thudng hoa sau mot
hodc hai tudn.
- Lam rdng da day bang cach giy nén cho ngudi bénh (khi ngudi bénh tinh) bang cach kich
thich hodc rra da day.
- Cén 4p dung c4c bién phap hd trg nhu duy tri sy théng thoang ctia dudng thd va duy tri
chitc ning tim mach; nén dung naloxone dé day lui tinh trang suy hd hép; con co giét c6
thé duoc kiém soat bang diazepam.
- Tramadol hydrochloride duge dao thai tdi thiéu khoi huyét thanh bang thim tich mau
hodc loc mau. Vi véy viée didu tri ngd doc cAp bing Tramacet chi bang thAm tdch mau
hoic loc méu don thuan 1 khéng phu hop dé giai doc.
Pidu tri ngay l4p tic 12 cin thiét trong viéc kiém soat qua liéu Paracetamol. Mic du khong
¢O cac triéu chirng ban diu dang ké, bénh nhan nén dugc chuyén dén bénh vién khén chp
d8 duoc chiam séc v té ngay 1ap tirc va bit ky ngudi 16n hodc thanh thiéu nién nao di ubng
khoang 7,5 g Paracetamol tr¢ 1én trong 4 gio trude do hodc béat ky tré em ndo da ubng >150
mg/kg Paracetamol trong 4 gid trudc do phai duge rira da day. Nong do Paracetamol trong
mau nén dugc do mudn hon 4 gid sau khi ding qua lidu dé c6 thé danh gia nguy co phat
trién tén thuong gan (thong qua bidu dd qué lidu Paracetamol). Co thé can phai st dung
methionine dudng udng hoic N-acetylcystein (NAC) tiém tinh mach dé c6 tac dung c6 loi
it nhAt 48 gio sau khi ding qué lidu.
Str dung NAC qua dudng tinh mach c6 1oi nhat khi dugc bit dau trong vong 8 gid sau khi
. ubng qué liéu. Tuy nhién, NAC van nén dugc sir dung néu thoi gian biéu hién bénh 16n
. hon 8 gity sau khi ding qué liu va tiép tuc didu tri ddy do. Nén bét diu dicu tri NAC ngay
v 1ap tirc khi nghi ngd ¢6 qué lidu nghiém trong. Phai cé sin cac bién phap hd trg chung.
. Bét ké lugng thube giai doc Paracetamol dugc bao cdo 1a bao nhiéu, thube giai doc
. Paracetamol, NAC, nén dugc dung b%mg duong uéng hodc tiém tinh mach, cang nhanh
i cang tt, néu co thé, trong vong 8 gio sau khi ding qua lidu.
+ 12. Dic tinh duge Iwe hoc:
» Nhém thude: Opioid két hop véi thubc giam dau khong chua opioid; tramadol va
paracetamol.

Mi ATC: N02AJ13.
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Tramadol 13 thudc giam dau opioid tac dong 1&n hé than kinh trung wong. Tramadol la chét
cht vAn thuln tiy khong chon loc ctia céc thy thé opioid p, & va « c6 ai lyc cao hon véi cac
thu thé . Céc co ché khac gop phan vao tic dung gidm dau ctia nd 1a tc ché tai hép thu
noradrenaline & té bao than kinh va ting cudng giai phong serotonin. Tramadol ¢6 tac dung
chéng ho. Khong giéng nhu morphin, nhiéu lidu giam dau ctia tramadol khong c6 tac dung
te ché ho hip.
Tuong tu, nhu dong da day-rudt khong bi thay ddi. Chc tac dong 1én tim mach ndi chung
14 nhe. Hiéu lyc cta tramadol dugc coi 12 bang 1/10 dén 1/6 so v&i morphin.
Co ché chinh xé4c v& dic tinh gidm dau ctia Paracetamol van chua dugc biét va co thé lién
quan dén trung tim va ngoai bién cc hiéu tng.
Hadupara tramadol effer dugc dinh vi 1a thubc giam dau bac I trong thang giam dau cua
WHO va nén dugc bac si st dung phu hop.
13. Pic tinh dwge dong hoc:
Tramadol hydrochloride duge sit dung & dang racemic va cac dang [-] va [+] cta tramadol
va chit chuyén héa M1 ctia né duge phat hién trong mau. Mac du tramadol dugc hép thu
nhanh sau khi ding, nhung sy hdp thu ciia n6 chdm hon (va thoi gian ban hiy dai hon) so
vGi paracetamol.
Sau khi ubng mot vién sui tramadol hydrochloride/paracetamol (37,5 mg/325 mg), ndng
d6 dinh trung binh trong huyét trong 12 94,1 ng/ml d6i v6i tramadol racemic va 4,0 meg/ml
d6i v&i paracetamol dat dugc sau 1,1 gior (racemic tramadol) va tuong Ung la 0,5 gio
(paracetamol). Thoi gian ban huy pha cudi trung binh (t1/2) 1a 5,7 gio d6i v6i tramadol
racemic va 2,8 gid dbi voi paracetamol.
+ Trong cac nghién ctru dugc dong hoc & nhiing ngudi tinh nguyén khde manh sau khi udng
+ Hadupara trémadol effer mot lan va lap lai, khong thdy cé su thay d6i dang ké vé mit 1am
. sang ndo trong cic thong sb dong hoc cua ting hoat chét so véi cac thong sb ciia hoat chat
dugc st dung riéng 1€.
H{’fg thu:
- Racemic tramadol duoc hip thu nhanh chéng va gin nhu hoan toan sau khi udng. Sinh kha
* dung tuyét dbi trung binh ctia mét liéu duy nhat 100 mg 1a khoang 75%. Sau khi dung ldp
' lai, sinh kha dung ting 1&n va dat khoang 90%.
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Sau khi ding Tramacet, su hip thu qua duong ubng ctia Paracetamol nhanh va gén nhu

hoan toan va din ra chil yéu & rudt non. Nong do dinh trong huyét twong ctia Paracetamol

dat duge sau mot gid va khong bi thay doi khi ding ddng thoi voi tramadol hydrochloride.

Viéc ubng Tramacet cung v6i thire dn khong c6 anh huéng dang ké dén nbng do dinh trong

huyét tuwong hodc mirc do hép thu ctia tramadol ho#c paracetamol nén c6 thé dung Tramacet

ddc lap vadi bira an.

Phin bé:

Tramadol cé ai luc mo cao (Vd,p=203 = 40 1). N6 cé su gén két voi protein huyét tuong

khoang 20%.

Paracetamol dudng nhu duge phan b rong khéip hiu hét cac md trong co thé ngoai trir m.

Thé tich phan bd biéu kién ctia n6 12 khoang 0,9 Vkg. Mot phin twong dbi nhod (~20%)

paracetamol lién két véi protein huyét tuong.

Chuyén hod

Tramadol dugc chuyén héa manh sau khi ubng. Khoang 30% liéu dung duoc bai tiét qua

nuée tidu dudi dang thubc khong dbi, trong khi 60% lidu ding duge bai tiét dudi dang chét

chuyén hoa.

Tramadol dugc chuyén héa théng qua qua trinh O-demethyl héa (dugc xtic tac bdi enzyme

CYP2D6) thanh chit chuyén hoa M1 va thong qua qua trinh N-demethyl héa (dugc xtc

thc boi CYP3A) thanh chét chuyén hoa M2. M1 dugc chuyén hda thém théng qua qua trinh

N-demethyl héa va lién hop vai axit glucuronic. Thoi gian ban huy trong huyét trong cia

M1 1a 7 gio.

Chéat chuyén hoa M1 ¢é dic tinh giam dau v manh hon thubc me. Nong do trong huyét
- tuong caa M1 thip hon nhiéu 14n so véi tramadol va sy dong gép vao tic dung 1am sang

khé c6 thé thay d6i khi ding da liéu.

Paracetamol duoc chuyén hoa chi yéu & gan thong qua hai con duong chinh & gan:
. glucuronid héa va sulphation. Con dudng thér hai ¢6 thé dugc bdo hda nhanh chéng & lidu
. cao hon lidu didu tri. Mot phin nhé (dudi 4%) dugc chuyén héa bsi cytochrome P 450

thanh mot chét trung gian ¢é hoat tinh (N-acetyl benzoquinoneimine), chét ndy, trong dicu
. kién st dung binh thuong, duge khir doc nhanh chong bing cach khir glutathione va bai
. tiét qua nudc tiéu sau khi lién hop v6i cysteine va mercapturic. axit.

Tuy nhién, khi ding qué lidu lugng 16n, lugng chét chuyén hoa nay s& ting 1én.

Thdai tric
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Tramadol va céc chit chuyén hoa ctia né duge dao thai chi yéu qua than. Thoi gian ban
hity ctia Paracetamol khoang 2 dén 3 gio & nguoi 16n. N6 ngin hon & tré em va dai hon
mot chit & tré so sinh va & bénh nhan xo gan. Paracetamol chi yéu duogc thai trir bing cach
hinh thanh céc din xuét lién hop glucuro va sulpho phu thudc vao liéu lugng. Dudi 9%
Paracetamol dugc bai tiét dudi dang khong doi qua nudce tiéu. Khi suy than, thoi gian ban
hity ctia ¢4 hai hop chét déu kéo dai.

14. Quy cach dong gbi:

Hop x 05 vi x 04 vién, kém hudng dan sir dyung.

Hop x 01 tuyp x 10 vién, kém hudéng dén sir dung

Hop x 01 tuyp x 20 vién, kém huéng din sir dyng.

15. Piéu kién bio quin, han ding, tiéu chuin chét lwong ciia thude:

- Didu kién bdo quan: Noi khd réo, nhiét do khong qua 30°C, tranh 4nh séng tryc tiép.

- Han ding: 24 thang ké tir ngay san xuét.

- Tiéu chudn chdt hegng: TCCS. ey
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