RxThudc ké don

HUGNG DAN SU DUNG THUOC
TRAMAZETAN PLUS® 37,5 MG/325 MG

- Thucnay chiding theo don thudc.

- Dockyhung dan strdung truéc khi ding. Néu cdn thém théng tin xin hdi kién bdc shodc due s
- Thng bdo cho bdc sinhiing tdc dung khong mong mudn gdp phar khi strdung thucc.

- Déxatdmtaytréem.
- Khong ding thudc qud han in trén bao bi

1.Tén thudc: Tramazetan plus® 37,5 mg/325 mg

2.Thanh phén céng thitc thudc:

Mi vién nén bao phim chia:

Hogt chdt:

Paracetamol (dudi dang paracetamol compap coarse L) 325 mg.

Tramadol hydroclorid 37,5 mg

Td dugic: Croscarmellose natri, opadry yellow YS-1-6382-G, nudc tinh khiét *.

Td duoc bdn thanh phdm Paracetamol compap coarse L: maize starch
pregelatlnlzed acid stearic, povidon K29/32, nuoc tinh khiét,

*dung méi bay hoi trong qua trinh san xuat.

3. Dang bao ché: Vién nén bao phim
Ma ta: Vién nén bao phim hinh tron mau vang.

4, Chi dinh:

Chidinh diéu tri triéu chiing dau muic 0 viia dén nang.

Vige st dung tramadol hydroclond/paracetamol nén duoc gidi han cho
bénh nhén c6 dau & muc 6 trung binh dén nang can st dung phéi hop
paracetamol va tramadol.

5, Cach dung, liéu dung:

Liéu dun%

Truge khi'bét dau diéu tr bang opioid, nén trao d6i véi bénh nhdn dé duara
chién lugc két thtic diéu tri bang tramadol hydroclorid nham giam thiéu nguy
canghién va hoi chiing cai nghién thudc.

N Ui 16 va tré em 6m hon 12 tudi: )

Chi nén dung thudc cho bénh nhan dau viia dén néng dugc chi dinh két hgp
paracetamol va tramadol.
Liéu ding duoc diéu chinh theo tling bénh nhan tuy thubc vao muic d0 dau
vaddp ing ctia bénh nhan. Nén sit dun%heu thar) nhét c6 hiéu qud gidm dau.
Liéu ban dau khuyen dung la 2 vién. Co thé dung liéu tiép theo sau t nhat 6 gic;
khong duing qué 8 vién/ngay.
Khong diing thudc nay keo dai hon thoi gian can thiét. Néu can thiét phai
dling thudc nay dai nga nén than trong, thutng xuyén kiém tra dé xac dinh
thdi gian co thé ngling diéu tri bang thuac nay.

Tréem:
Hiéu qué va d6 an toan clia thudc khi st dung cho tré em duéi 12 tudi chua
duioc xéc dinh nén khong dling thudic nay chotré em dudi 12 tudi.

Nguoi gia:

Thuong khong can diéu chinh iéu ¢bénh nhan dén 75 tudi ma khdng c6 biéu
hiénlam sang suy gan hodc suy than, Obénh nhn trén 75 tudi, qué frinh thai
trlf 6 thé kéo dai. Vi vay, néu can thiét, khoang céchliguco thé dugc kéo dai.
(6 thé dung liéu théng thutng méc dui cén chil § ring & nhiing ngudi tinh
nguyéntrén 75 tui thdi gian ban thai ctia tramadol tng 17% khi dung thudc
theo duoing udng. B6i vdi nhitng bénh nhan trén 75 tudi, khodng cich t6i
thiéu gitia 21an dling thudc khong nén it han 6 gicsdo thudc ¢6 chia tramadol.

Bénh nhdn suy thdn:

O'bénh nhan suy than, viéc thai trit tramadol bi cham lai, & nhiing bénh nhan
nay, viec kéo dai khoang cach ﬁlua céc liéu nén dugc xem xét can than,

Do c6 chifa tramadol, khdng khuyén cdo strdung thudc & bénh nhén suy than
ndng (dg thanh thdi creatinin <10 ml/pht). Trong trudng hop sui/] than muc
d0 vUa (d6 thanh thai creatinin tir 10 cién 30 ml/phdt), khodng céc glua 2lan
dingthuécnéntangléna 12 gi0. Tramadol dugc do théi rét it qua qua trinh
tham phén mau hodc loc méau, nén thuting khong cén st dung thudc sau loc
méu & duy tri giam dau.,

Bénh nhdn suy gan:

O'bénh nhan suy gan, viéc thai trif tramadol bi cham ai. o] nhiing bénh nhan
nay, viéckéo dai khoang céch gitfa céc liéu nén duoc cin nhéc can than,

Do c6 chufa tramadol vé paracetamol, khong diing thudc ny cho bénh nhan
suy gan nang.

Cach dung: Dung dudng udng

6.Chdng chi dinh:

- Bénhnhan man cam vdi tramadol, paracetamol hodc vdi batky thanh phén
nao clia thudc.

- Ngo doc cap tinh do rugu, thudc ngu, thudc gidm dau trung uong, opioid
hoac thudc hudng than.

- Bénhnhan dang diing cc thudc tic ché monoamin oxidase hogc d dling
trong vong 2 tuan trudc do,

- Bénh nhén suy gan nang, riloan chiic nang than hodc suy thn nang.

- Pongkinh khong kiém soét duc bang thudc.

7.Canh béo va than trong khi duing thudc:

Canhbéo

-0 ngudi 16n va thanh thiéu nién tir 12 tudi tré Ién, khong dugc vuot qua
liéut6i da (tuong duang 300 mg tramadol va 2600 mg paracetamol) 8 vién
Tramadol/Paracetamol 37,5 m%/325 mg moi ngay. DE tranh diing qua liéu
do sy, bénh nhan nén duock uyén céo khong duing qua liéu khuyén cdo
vakhong st dung déng thai bat y san pham chia paracetamol nao khdc
g@ ¢&khong ke dfon) hodc tramadol hydroclorid ma khéng ¢ surtu van clia

aCs.

- Khong khuyén céo sif dung thudc & bénh nhén suy than néing (d9 thanh
théi creatinin <10 mI/phut)

- Khong nén dun? thudc & bénh nhén suy gan nang. Cac nguy co clia qua
liéu paracetamol Ién hon & nhiing bénh nhan bj bénh gan do rugu khong
xggan. Trong trudng hdﬁ suy gan mdic d6 vlia, viéc kéo dai khodng céchliéu
phai dugc xem xét can than.

- Khong khuyén cdo strdung thuéc & bénh nhan suy ho haﬁ ndng.

- Tramadol khong thich hgp dé thay thé & bénh nhan [é thudc opioid. Mdc
dui n6 I mét chat chti van opioid, tramadol khong thé ngéin chan cac triéu
ching cai nghlen morphin.,

- Hién tugng co gidt da dugc bdo cdo & nhiing bénh nhan duor diéu tri bang
tramadol, bénh nhan dé bi co gidthodc dang diing céc thudc khaclam giam

nguan%co glat ddc bigt a thudc i ché tai hap thu serotonin cd chon loc,

thudc chong tram cam ba vong, thudc chongloan than, thudc gidm dau tac
dung trung tong hodc gy té cuc b, Nhin bénh nhan bi ddng kinh dugc
kiém sodt bang thuéc hodc nhitng bénh nhan dé b co giat chi nén dugc
diéu trj bing tramadol/paracetamol khi bat budc. Hien tugng co giat da
dugc bo céo xdyra§mot s6 bénh nhan sudung tramadol vdi liéu khuyén
duing. Nguy co tang lén khiliéu tramadol vuot qua liéutdi da cho phép.

- Khong khuyén cdo st dung dong thoi vdi cac chét chti van-doi khang
opioid (nalbuphin, buprenorphin, pentazocin).

Chuyén hoa CYP2D6:
Tramadol dugc chuyen héa bdi enzym gan CYP2D6. Néu mot bénh nhén bi

thiéu hogc hoan toan khang cd enzym nay, téc dung giam dau c6 thé khong
dat dugc. Usc tinh réng c6 t6i 7% dan 56 da trdng c0 thé b thiéu hut enzym
nay. Tuy nhién, néu bénh nhén thubc nhom n(]:jUOI chuyén héa cyc nhanh, sé
€6 nguy c'tang doc tinh cla op|0|d ngay ca glieu thon? thuang.

e trieu ching chung clia ngd ddc opioid bao gom i 1&n, budn ngd, thé
ndng, dong td nhe, budn ndn, nén, téo bon va chan an. Trong truong hop
nghiem trong, co thé bao gom céc triéu chiing suy giém tuan hoan va ho hép,
6 thé de doa tinh mang va rét hiém khi gay t&rvong.

Stdung sau phau thugt §tré em:

B3a 0 bdo cdo trong cac tai liéu da Xudt ban rang tramadol dugc st dunﬁ sau
phau thudt g tré em sau khi cat amidan va/hodc phau thudt hach vom ong
gy ngung thé khi ngdi do tc nghén, dan dén cac téc dung bat loi hiém gdp
nhung de doa tinh mang. Can het stic than trong khi dung tramadol cho tré
em dé giam dau sau phau thuét va phai theo doi chit ché cac triéu chiing ngd
doc opioid bao gém tic ché hd hap.

Tré bit6n thuong chiic néng hé hép:
Tramadol khong dugc khuyén cdo sit dung cho tré em c6 thé bi ton  thuong

chiicnéng ho hap, bao gom réiloan than kinh cg, bénh tim hodc hé hép néng,
nhiém trling phoihodc dubng ho haptren dachan thuong hogc céc thi thuat
phau thuat mé rong. Nhiing yéu t6 nay c6 thé lam tram trong thém cac doc
tinh ctia opioid.

Nquy cokhi st dung dong thesi cac loai thudc an thén nhu benzodiazepin hodc
cacloai thudclién quan:

St dung dong thoi tramadol/paracetamol va céc loai thudc an than nhu
benzodiazepin hodc cac thudc lién quan c6 the dan dén téc dungan than, tic
ché hd hap, hon mé va tlf vong. Do nhiing i ro ndy, chi nén ké don dong
thai vdi cac loai thudic an than nay cho nhiing bénh nhan khéng ¢ lya chon
diéu tri thay thé. Néu quyét dinh ké don tramadonaracetamol dong thei véi
thuoc an than, nén duing liéu thap nhét c6 hiéu qua va thdi gian diéu tri cing
ngdn cang tot.

Bénh nhan can ducc theo doi chit ché céc dau hiéu va triéu chiing cla suy
ho hap va an than. Can thong béo cho bénh nhén va ngudi chim soc biét vé
cdc triéu chiing nay.

Canh béo dic biét va than trong khi st dung
Qué liéu paracetamol c6 thé gay nhiém doc gan 6 mot s6 bénh nhan,

Léthudc, dung nap va kha nng lam dung thudc

Dai véi tét ca bénh nhan, st dung thudc ndy kéo dai c6 thé dan dén & thudc
thudc (nghién), ngay ca ¢ liéu diéu tr. Nguy co giatang 6 nhiing ngudi o tiéen
sifdi loan lam dung chat gay nghlen @thai diém hién tai hodc trong qua khut
(bao 6m ca lam dung rugu) hodc réi loan stic khoe tam than (vi du, tram cdm

ndn
%e ¢an hd trg va giam st thém khi ké don cho bénh nhan ¢ nguy co

Iam dun? opioid.

Cén ghi ai tién st bénh nhan toan dién d& ghi lai céc loai thuéc dung donﬁ

thdf, bao gom thudc khong ké don va thudc mua truc tuyén cing nhu cac tin

trang bénh Iy va tam thén trong qué khifva hién tai.

Bénh nhan co thé thay réng viec diéu tri kém higu’ qua hon khi stt dung thudc

[u dai va can tang liéu dé dat dugc i d6 kiém sodt con dau nhu ban dau.

Ngui bénh cling 6 thé b sung diéu tri bang cac loai thudc giam dau khac.

Déy c6 thé 3 nhiing dau hiéu cho thag bénh nhan dang tang kha i nang dun

nap thudc. Céc n%uy co clia viéc téing kha néing dung nap thudc cén duoc gidi

thlch chobénh nhé

Lam dung thudc c6 thé dan dén qué liéu vishodic tirvong. Diu quan trong la

bénh nhan chi st dung thuéc dugc ké cho ho véiliéu lugng da dugc chi dinh

vakhong dudc cho ngudi khéc dling thudc nay.

Bénh nhan cén dugc theo doi cht ché vé cc d4u hiéu lam dung thudic hoac

nghién thudc.

(Can thutng xuyén danh gid lai trén lam sang vé nhu cdu diéu tri gidm dau

clia bénh nhan,

Hoi chiing caithudc
Trudic khibat dau diéu tr bang | bat ky opioid nao, nén trao d6i vdi bénh nhan

vé ké hoach ngling thudc dé ketthuc diéu tr bang tramadol hydroclond

Hoi chiing cai thudc c6 thé Xdy rakhi ngung diéu'ri dot ngot hodc gidm liéu.
Khibénhnhan khong con canthude niza, nén giam liéu dan dan dé giam thiéu
cictriéu chiing cai thudc. Giam dén liéu co thé mat vai tuan dén vaithang.

Hoi chuing cai thudc dugc dic trung bdi mot s6 hodc tét ca cac biéu hin sau:
bon chén, , chdy nudc mét, rong kinh, n ap, d6 mé hoi, 6n lanh, dau cg; gian
dong tt va danh trong ngutc. Cac triéu chiing khéc ciing c6 thé tién trién 20
gom kho chiu, kich dong, lo lang, tang van dong, run, suy nhugc, mat ngy,
chan an, dau bung, budn non, non, tiéu chay, ting huyetap, tang nh|p ho hap
hodc nh|p tim.

Néu ﬁhu ni duing thudc nay trong khi mang thai, c6 nguy cotré soisinh & bj
hoi chiing cai thudc & tré sa'sinh.

Tang cdm dau

Tang cam dau dugc chan dodn néu bénh nhan diéu tri OFIOId daihan co bleu

hién dau tang Ién. Diéunay c6 thé khac biét véi con daulién quan dén sutién

trién clia bén hodc con dau do tang kha nang dung nap opioid. Can dau lién

cwan dén tan m dau o xuhuéngan téa hon con dau cotirtrudc. Cac triéu
ching tang cam dau c6 thé gidi quyét khi giam liéu opioid.

Phdn tng phu nghiém trong trén da:

Bac si ¢&n canh bdo bénh nhan vé céc déu hiéu clia phan tng trén da nghiém

trong nhu hdi chiing Steven-Jonhson (5JS), hi chting hoai ttt da nhiém dc:

toxic epldermal necrolysis (TEN) hay hoi chuingLyell, i chiing ngoai ban mun

m toan than cdp tinh: acute generallzed exanthematous pustulosis (AGEP).

Céc phan ting phu trén da ndy mac du ty 1 mdc phdi la khdng cao nhung

nghiém trong, tham ch de doa tinh mang.

Triéu chuing clia cac hoi chiing néu trén dugc mo ta nhu sau:

- Hoi chiing Steven -Jonhson (SJS): a di tng thudc thé bon%nudc, bong nuéc

khu trd & quanh céc héc tu nhién: mat m(ii, miéng, tai, bd phan sinh duc
va hau mon. Ngoai ra ¢ thé kém sdt cao, viém phd, r6i loan chiic ning
gan than. Chn dodn héi chiing Steven-Jonhson SJS khi ¢4 it nhat 2 héc
funhién biton thuong.

Hoi chung hoai tit da nhiém doc (TEN): [ thé di ing thudc néing nhét, gom:

- Cc t6n thuong da dang & da: ban dang s6i, ban dang tinh hong nhigt,
hng ban hoic cac bong nuidic biing nhiing, céc ton thuong nhanh chéng
lan toa khdp ngues;

- Tonthuong niém mac mit: viém gidc mac, viém két mac md, loét giac mac.

-Ton thuiong niém mac dutng tiéu hoa: viem miéng, trot niém mac miéng,
loét hau, hong thuic quan, da day, rudt;

-Ton thuong niém mac ducng sinh duc, tiét nigu.

-Ngoai ra con ¢6 cac triéu chiing toan than tram trong nhu s, xudt huyét
duong tiéu héa, viém phdi, viem cau than, viém gan.. ty Ié tlf vong cao
15-30

Hoi chung ngoai ban mun mi toan than cap tinh (AGEP): mun md vo trun

nhé phat sin trén nén hong ban lan rong, Ton thuong thucng xuét hién &

cc nép gép nhu néch, ben va mét, sau do c6 thé lan rong toan than. Triéu
chingtoan than thucng c6 la s, xét nghiém méu bach cau mditrung tinh
tang cao.

Khi phit hién nhiing déu hiéu phét ban trén da dau tién hoéc bét ky dau hiéu

phan ting qud mén nao khac, bénh nhan can phai ngling st dung thuéc.

Nguti da ting b cdc phan ing trén da nghiém trong do paracetamol gay ra

thikhong duoc dung thudc trérlai va khi dén kham chiia bénh cén phai thong

bao cho nhén vién y té biét vé van dé nay.

8. St dung thudc cho phu ni ¢6 thai va cho con bi:

Strdung thuéc cho phu nii c6 thai:
Do c6 chtfatramadol, khong nén st dung thudc khii mang thai.

Sirdungt thudc cho phu ni'cho con bii:
Khéng nén dung cho phu nif dang cho con b vi tramadol ¢ thé tiét vao siia
meva co thé gay tc ché ho hap & tré ssinh,

9. Anh huéng cila thudc lén kha niing léi xe, van hanh may méc:

Tramadol co thé %ay budn ngti hoéc chong mét, téc dung nd TK 6thé tang lén

bai ruu va céc thudc U che than kinh trung tong khdc, Thudc ndy c6 thé
am suy gidm chiic nang nhan thiic va co thé anh hung dén khé nng ldi xe
an toan ctia bénh nhan. Bénh nhan can phai thn trong khi l3i xe va van hanh
may mac.

10.Tuang tac, tuong ky clia thuc

Chong chidinh ding dong thoivai:

- Thudc c ché MAO khong chon loc
Nguy cg hdi chiing serotonerglc fiéu chay, nhip tim nhanh, téng tiét mé
h6i, run, 16 [3n va hon mé.

- Thudc c ché MAO chon loc-A
Ngoai suy tif cac chéit tic ch& MAQ khon chonloc
Nguy ca héj chiing serotonergic: tiéu chdy, nhip tim nhanh, téng tiét m6
h6i, run, 16 [3n va hon mé.

- Thudc tic ché MAO chon loc-B
Céc tridu ching kich thich trung yong goi Ién hi chiing serotonergic: tiéu
chay, nh|pt|m nhanh, tang tiét mé ha, run, 1 an va hon mé.
Trong trudng hop dang di iéu tri béng thudc tic ché MAQ gan day, nén ti
hoan hai tuan trudc khi diéu tri bing framadol.

Khong khuyén cdo sirdung dong thoi véi:
Ruou fam téng tac dung an than clia thudc gidm dau OEIOId
Anh hung dén su tinh téo, ¢6 thé lam cho viéc diéu khién xe va stt dung
méy moc tré nén nguy hlem
Tranh uéng 6 udng o con vacacsan pham thuc co chia con.

- Carbamazepin va cac chdt cdm ing enzym khac
Nguy co giam hiéu qua va khoang céch liéu ngén hon do gidm nong do
tramadol trong huyettuong

- Thudc dong van-déi khang opioid (buprenorphin, nalbuphin,
pentazocm)
Giam tac dunﬁ giam dau do tac dung ic ché canh tranh tai cac thy thé v
nguy coxuat hién hdi chting cai thudc.

Thdn trong khistdung dong thoi voi:

- Tramadol c6 thé gy co git va tang kha nang 9dy Co giat d6i vdi cac chat
{ic ché téi hap thu serotonin ¢ chon loc ( Rl), chat U ché tai hap thu
serotonin-| noreplnephrln (SNRI), thuoc chong trdm cdm ba vong, thuc
chang loan than va cic thuoc gidm ngudng co giat (nhu bupropion,
mlrtazapln tetrahydrocannablnol)

- Sl dyng dong thai tramadol va céc thudc serotonergic nhu thudc e ché
tai hap thu chon loc serotonin (SSRI), thudc Uc ché tai hap thu serotonin-
noreplnephnn (SNRI) thudc tic ché MAO, thudc chong tram cam bavong va
mirtazapin co thé gdy doc tinh serotonin.

- Hoi chuing serotonin ¢4 thé xdy ra khi quan st thdy mét trong nhiing
diéu sau:

-Rung gidt co ty phat
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-Rung gidgt nhan céukem theo kich dong hodc d6 m hoi

-Run vatdng phanxa

- Tang truong lyc ca va nhiét do cothé> 38°Cva rung giat nhan cau
Viéc ngling stt dung céc thudc serotonerglc thubing mang lai su cai thién nhanh
cRong . Viec diéu tri tuy thudc vao phan loai vamuic do nghiém trong clia cac triéu
chiing.

Thudc an than nhu benzodiazepin hodc cac loai thudclién quan:

Sl dyng dong thei opioid véi cac thudc an than nhu benzodiazepin hodc cdc

thudc lign quan lam tang tc dyng an than, tic ché ho hap, hon mé va tlfvong vi

tang tac dung tic ché than kinh trung uong. Liéu dung va thai gian st dung dong

thdi nén dugc gidi han.

- Cac dan xuat op|0|d khac (bao gom thudc chdng ho va diéu tri thay thé),
benzodiazepin va barbiturat.

Tang nguy co'tic ché ho hap, c6thé gaytiivong tror;&truong hop dung qua liéu.

- Cac thuoc lic ché he than kinh trung vong khéc, ch ang han nhu cac
dan xuat opioid khac (bao ?‘ 5m thuoc chong ho va diéu tr| thay thg),
barbiturat, enzodlaze in, thudc chéng lo au khac, thudc ngu, thuoc
chongtram ¢am, thudc khang histaminan than, thudcan than kinh, thudc
ha huyét ap tac dung trung uang, thalidomid va baclofen.

Nhiing loai thudc nay ¢ thé téng Uc ché thén kinh trung uong. Anh huéng dén
sutinh téo, c6 thé lam cho viéc I3i xe va st dun% mdy moc tr§nén nguy hiem.

- Can danh gié dinh ky thdi gian prothrombin khi tramadol/paracetamol va cac
hop chét tuong ty nhu warfarin dugc st dung dong thdi do c6 cac béo céo
vetang INR.

- Cac loai thudc khac dugc biét 1a tc ché CYP3A4, chang han nhu
ketoconazol va erythromycm €6 thé (c ché su chuyen hoa clia tramadol
(N-demethylation), cling c6 thé [a tic ché su chuyén hda clia chat chuyen héa
O-demethyl héa co hoat tinh. Tam quan trong 1am sang cla tuong téc nhu
vay chua dugc nghién clu.

- Cac san pham thudc lam gidm nguéng co giat, chang han nhu bupr0ﬁ|on,
thudc ic ché téi hap thu serotonin, thudc chong trém cam ba vong va thudc
an thén kinh. S dung dong thoi tramadol vGi cic loai thuGc ndy co thé lam
tang nguy ¢a co git. Toc do hap thu cla paracetamol €6 thé tang én khi
diing metoclopramide hodc domperidon va giam hap thu khi diing ciing
cholestyramin.

- Trong mot s6 luong han ché cac nghién ey, viéc st dung trudc hodc sau phau
thuat cac chat di khang 5HT3, ondansetron [am téng nhu cau vé tramadol &
nhiing bénh nhan b dau sau phauthuat

11.Tac dung khdng mong muén clia thudc:

Téc dung khong mong muon duc phén loai theo tan sudt, quy uéc nhu sau:

Rét thuong gap (> 1/10), thudng gap (2 1/100 to <1/10), it gdp (> 1/1.000 to <
1/100), hiém gap (> 1/10.000 to < 1/1.000), rét hiém gap (< 1/10.000), chua biét
(khong thé udc tinh tirditliéu 6 san)

Rdijoan tim:
- It gép: dénh tréng nguc, tim dép nhanh, loan nhip tim.

Réilognmat: ‘ X )
- Hiém gép: giam tam nhin, hep dong tU, gian dong ti

Réiloan taiva thinh gidc:

- Itgdp:utai

Rdilogn hé tiéu héa:
- Rét thucng gdp:budn non
- Thuding gap:ndn, téo bon, kho mom, dau bung dingodi, kho tiéu, day hoi
- Itgdp: nudtkhe, di i ngoai phan den

Réifogn todn than va taivi tri duing thudc:
- Itgap: onlanh, daulung, héi chiing cai thudc

Xétnghiém:
- [t gp:transaminase tang

R6ilogn chuyén héava dinh duting
- It gdp: ha dudng huyét

Réilogn hé than kinh trung uong:
- Rét thucng gdp:hoamét, budn ngu
- Thuing gap: dau du, run
- Itgap:rung giat khong tyrchd, di cdm, méttrinhg
- Hiem gap: mat diéu hoa, co giat, ngat, réiloan ngon ngd.

Rdilogn tam than:
Thuung gap:1an, tm trang thay 6 lo au, bon chdn, huing phén, r6i loan gidc

ngu
- It gdp: tram cam, do gidc, & mong
- Hiem gap:mé sang
- Chuabiét: phu thudc vao thuc

Gidm sdit sau khi luu hanh thudc ra thitruong
Rat hiém gap:lam dung thudc

Réilogn than va hé tiét niéu:
-t gap: albumin niéu, r6i loan tiéu tién (kho tiéu va bitiéu)

Réilogn hé hdp, nguc va trung that
- Itgap:khd ths

Réi loan dava mé dudi da:
Thuung gdp:ting tiét mo hoi, ngtia
- Itgdp:phan ingtrén da (chang an phat ban, mé day).

Réilogn mach:

It gép: ting huyét &p, do bing
Mac du khong duc quan sét trén [am sang, su xudt hién clia céc téc dung khong
mong mu6n dudi déy dugc biét dén a lién quan dén viéc st dung tramadol hogc
paracetamol la khong théloai trl:

Tramadol:

- Hahuyét &p thé diing, nhip tim chdm, 6t quy

- Gigm sét sau khi luuhanh thudc ra th| truong cho thély hiém gp céc sy thay
dGi déi vi cac tac dung clawarfarin, bao gom tang thoi ?]lan prothrombin.

- Rét hiém gap: phdn ting di ting vdi céc triéu chiing khd t G, co tht phé quan,
kho khe, phu va soc phan vé

- Réthiém gdp: thay d6i sy them an, suy nhugc van dong va suy ho hdp.

- Tacdyng phy vé tam than c6 thé Xy asau khi dung tramadol thay ddi theo
ting ca thé (tuy theo bénh nhén va thoi ?lan dung thuéc). Nhiing thaK déi nay
bao gom thay doi vé tam trang, (thudng la tam tran?‘phan khich thinh thoan
cang thang) va nhiing thay doi vé kha nang nhan thuic va cdm gidc (vi du: ri
loan nhén thiic hanh vi).

- th }rang hen suyén ¢4 thé ndng Ién di méi quan hé nhan qué chua dugc
thiét lap.

Paracetamol:

Cac téc dung khong mong muén clia paracetamol hiém khi xdy ra, nhung phan

ling qua man bao gom ban daco thé xaﬁ ra. B o nhiing bido céo xaK ra 0l loan

méu nhu gim tiéu cau va mat bach cau hat nhuing chua 16 nguyén nhén co phai
do paracetamol hay khong.

Comot vai bdo cdo chordng paracetamol co thé gdy giam thdi gian prothrombin

méu khi ding déng thai véi cac thudc tac dung giong warfarin. Trong mdt 56

nghién ctu khdc, thoi gian prothrombin khong thay doi.

Phan ing phu nghlem trong trén da mdc du ty 1 mac khdng cao nhung

nghiém trong, tham chi de doa tinh mang bao gom hdi chting Steven Johnson

(SJS), hdi chiing hoal tir da nhiém doc: to><|c epldermal necrolysis (TEN) hay hoi

chun%LyeII hai chting ngoai ban mun mi toan than cap tinh: acute generalized

exanthematous pustuI05|s (AGEP).

Triéu chiing clia cac hoi chiing trén duigc mo ta nhu sau:

- Hoi chiing Steven Johnson (SJS):1a dl ling; thudc thé bong nudc, bong nudic tap
trung & quanh cic hoc ty nhién: mét, mi, miéng, tai, b phan sinh ducva hau
mon.Ngoai ra co thé kém sot cao, viem ph0| 6i loan chiic néng gan than. Chan
dodn hoi chiing Steven Johnson khi co it nhét 2 hdc tu nhién bi ton thuung

- Hoi chung hoai ttr da nhiém doc (TEN): 4 thé di ing thudc ndng nhét bao gom:

- Cécton thuung da dang & da: ban dang s6i, ban dang tinh hong nhiét, hong
ban hodc céc bong nudc bung nhiing, cac ton thuang nhanh %ong lan toa
khap ngudi.

- Ton thuiong niém mac mét: viém %ac mac, viém két mac m, loét gidc mac

-Tén thuong niém mac dudng tiéu héa: viem miéng, trot niém mac miéng, loét
hau hong, thuc quan, da day, rudt.

-Ton thuong niém mac duung sinh duc, duong tiét niéu.

-Ngoaira con c0 céc triéu ching toan thin tram trong s6t, xudt huyét dutng
tiéu héa, viem cau than, viém gan, viém ph0| -y lé ttvong cao 15 - 30%.

- Hoi chUng ngoai ban mun mitoan than captinh (AGEP):Mun mavotringnho
phat sinh trén nén hong ban lan 10ng. Ton 1 thuidng thuiong xudt hién & cdc nép
gdpnhu nach, mét, ben sau d6 ¢6 thélan rong toan than. Triu chingtoanthan
thuding la sdt, xét nghlem mau bach cdu mditrung tinh tang cao,

Khi phat hién nhung dau hiéu phat ban trén da dau tién hoac bat ky dau hiéu

phdn tng qué man nao khac, bénh nhan can phai ngling sudung thudc. N é;

da tiing bi phdn ting trén dan: hiém trong do paracetamol gay ra thi kong dugc

dung uoctrd lai va khi dén k?]am chiia bénh can phai thong bdo cho nhan vién

y té biét vé vén dé nay.

Théng bdo cho bdc st nhiing tdc dung khéng mong mudn géip phdi khistrdung

12.Qué liéu va cach xrtric

Trong trubing hp qué liu, céc triéu chiing co thé I3 cc biéu hién va triéu chiing
ngo doc tramadol hodc paracetamol hodc ca 2 hoat chét trén.

Bénh nhén nén duocthong bao vé cac dau hiéu va trigu chiing ctia qua liéu va dé
dambaors rang giadinhva ban bé cling nhan thUC dugcnhiing dau hiéunay va tim
kiém sutrg gitipy té ngay 14p ttic néu chiing xay ra.

Cdctrigu chiing cda qud i liéu tramadol:

Vé nguyén tac, khi nhiém doc tramadol, sé cd céc trigu chuing tuiong tyf nhu cac
triéu chting clia thudc giam dau tdc dung trung uong 'khac (opioid), ), bao gom:mé
man, non mi, truy tim mach, r6i loan y thiic bao gom hon mé, co giét va tic ché
ho hap, bao gom ngung hd hap

Cdc triéu ching qud iliéu ctia paracetamol:

Qué liéu la mdi quan tim ddc biét & tré nh. Cac triéu chiing cla qu liéu
paracetamol trong 24 gios déu fa: xanh xao, budn non, non, chan an va dau bung.
Ton thuong gan cothé o rang ti 12 dén4s giisau khi ubng.

C6théxdyra dtthuong vé chuyénhéa glucose vanhiém toan chuyen héa.Trong
trudng hop ngo doc nang, suy gan cothe tién trién thanh bénh néo gan, honme
vatirvong. Suythan captlnhvm hoaitlrong than cptinh c6thétiéntrién ngay cd
khikhong cd tonthuong ganngng. Réiloan nhlptlm vaviém tuy da dugc béo cdo.
(6 thé cdton thucnghgan &'ngudi lon da ding 17,5109 paracetamol tré [én.
Nguyén nhan dugc cho ring mt lugng qua mic clia mot chat chuyén héa 6
doctinh (thuding dugc gidi doc daﬁdu bang glutathion khi udng paracetamol liéu
binh thuong) lién két khong héi phuc vi mé gan.

Diéu trjkhdn cdp:

- Chuyen ngaz bénh nhan dén don vi chuyén tréch.

- Duytr céc chiic néing ho hép va tudn hoan.

- Trudc khi bat déu diéu tr,nén Idy méu mau cang som cang tot sau khi ding qua
liéu dié& do nng do clia paracetamol va tramadol trong huyét tuong va dé thuc
hién céc xét nghiém vé gan.

- Thyc hién cdcxét nghlem gan ngay khi bt dau (khi quaiéu) va lap lai sau moi
24 gio. Sutanﬁ cacenzym gan (ASAT, ALAT) thudng dugc quan sat thay, sé trg
vé muc binh thuong sau mot hoéic hai tuan,

- Lam tong da day bang céch gay non (khi bénh nhan con tinh) bang céch kich
thich hodc rlia da day.

- Neénthuchién cac bién phapho trg, ching han nhuduy tri st thong thodng clia
dudngthva duyti chiic nang tim mach. Naloxon nén dugc sttdung dé day i
tinh tran? (e ché ho hap; cothe kiém soat phiibén dlazeﬁam

- Tramadol duoc thai tr t6i thiéu khoi huyet thanh bang tham tach mau hodc
loc méu. Do do, diéu tri nhiém doc cap tinh tramadol/paracetamol béng tham
phan méu hocloc méu don thuan 3 khong thich hap dé gidi doc.

Dieu tri ngay Iap tdc 13 diéu can thiét trong XU trf qud liéu paracetamol Mac du
khong c6 cac trigu chiing ban dau dang | k€ bénh nhan nén dugc chuyén dén
bénh vién khan cap dé dugc cham séc y té ngay lap tuic va bét ky ngudi [6n hodc
thanh thiéu nién nao da st dyng khoang 7,59 paracetamol trG'[én trong 4 gio
trudc do, hodc bt ky tré em nao dung liéu 2150 mg/kg paracetamol trong 4 gics
trudc 6, nén ria daday.

Nong do paracetamol trong méu nén dugc do 4 gid sau khi duing qualiéu, déco

thé danh gid nquy co phat trién ton thuong gan  (thong qua hinh dnh chup phim

qua liéu paracetamol. S{f dung methionin duting uong hodc N-acetyl cystein

(NAC) tiém tinh mach, co the ¢4 téc dung hitu ichTén dén it nhat 48 gic sau khi

qua liéu, co thé dugc Zeu cau, Su dung AC tinh mach ¢6 loi nhéit khi bt déu

trong vong 8 gids sau khi udng qua fiéu. Tuy nhién, vén nén tiem NAC néu thoi
gian qualiéu I6n hon 8 giorsaul va tiép tuc trong mot dot diéu tri day dd. Biéu tr

NAC nén duc bat dau ngay lap tuic khi nghingd qua liéu. Céc bién phap ho trg

chung phdi cd san.

Bt ke 56 luong paracetamol da uéng dugc bdo cdola bao nhiéu, thudc gidi doc

cho paracetamol, NAC, nén dugc dung bang duting udng hogc tiém tinh mach,

cang nhanh cang t6t, néu c6 thé, trong vong 8 gier sau khi dling qua liéu.

13.Dactinh dugc lvchoc:

Phén loai dutc l: Thudc phéi hp véi tramadol

Ma ATC: N02AJ13

Tacdung %lam dau:

Tramadol Ta thuéc gidm dau opioid tac dung trén hé than kinh trung uong.
Tramadol a chat chd vén khong chon loc déi vai céc thy thép, Svakva co i lic
caohon véi thu thé 1. Co ché gjam dau khac clia tramadol [a Uc ché surtéi hap thu
noradrenalin va tang cuding gidi phéng serotonin,

Tramadol ¢6 téc dung gidm ho. Khong glon%nhu morphin, tramadol c6 khodng
liéu co tac dung giam dau ma kndng gay tc ché ho hap rang hon. Anhhuéing clia
tramadol va morphin dén s vén dong hé tiéu hod Ia gan nhu nhau. Tramadol it
anhhudng dén timmach han morphin. Hoat lyc clatramadol dugc coibang 1/10
dén 1/6 hoatluc clia morphln

Chuabiét caché chinhxacvé é tac dyng giam dau clia paracetamol va 6thé cotac
dung gidm dau trung iong va ngoai v

Thudcnéy duoc xép vao thudc giam dau béc ll theo thang chi dinh diéu tr dau clia
To chiic y té thé gidi va can dugic dung theo don cia bac s§.

14.Diac tinh dugc dong hoc:

Tramadol dudc diing duéi dang dong phén hon hop, dng phan hitu tuyén, ta
tuyén va chat chuyén hod M1 ca tramadol déu hien dién trong mau. Méc du
tramadol dugc hap thu nhanh qua khi duing duéing udng nhung nd van dugc hap
thu cham hon (va thoi gian ban théi lau hon) paracetamol.

Sau khi uonﬁ liéu don vién nén tramadol/paracetamol (37,5 mg/325 mg),
nong do dinl tron? huyét thanh [(+)-tramadol/(-tramadol] la 64,3/55,5 mg/
ml va paracetamol Ta 4,2 ug/ml dat dugc sau thoi %lan tudng tng la 18
(+) -tramadol/(-) tramadol] va 09 gio paracetamol 0f gian ban thal 145,174,

9io [(+)-tramadol/()-tramadol] va 2,5 EIU (paracetamol).

Trong cdc nghién ctu ve dugc ddng hoc trén ngudi tinh nguyén khoé manh sau
khi dung dan Ileu vadaliéu thudc nay, khong thay co skhac jétvé céc thong so
dugc dong hoc clia tiing hoat chét so véi diing tling hoat chét ring ré.

Hp thu

Hon hop don% phan clia tramadol duac hap thu nhanh va gan nhi hoén todn
sau khi udng. Sinh kha dung tuyet d6i trung binh sau khi uon(_;i liéu don 100 mg
I’aolt;hoang 75%. Sau khi duing liéu nhac fai, sinh kha dung téing 1én x&p xi khoang

0.
Saukhi udng thudc, paracetamol dugc hap thu nhanh va gan nhu hoan toan, ché
Keu &rudt non.Nong do dinh cia paracetamol dat dugic sau 1giovakhéng bianh
udng khi strdung ong thai véi tramadol.

Uéng thudc nay cling vdi thic & an khong lam &nh huéng dén nong do dinh cla
thudc va thdi gian hap thu clia cé tramadol va paracetamol do d6 co thé stidung
thudc nay doc lap véi bita an.

Phén b6

Tramadol c6 éi |UC cao Vi cédemo (Vg =203 £401).T§ lé gan két véi protein huyét
thanh khodng 209

Paracetamol ducc phan bo 1ong dén cac o trong co thé ngoai trir mo mé. Thé
tich phan bo khodng 09 kg. Ty Ié nhé (~ 20%) Paracetamol dugc gan két véi
protein huyét tuong.

Chuyénhéa

Tramadol dugc chuyen ho nhiéu sau khi uong, C6 khoang 30% liéu dung duoc
dao thai trong nudc tiéu dud dang chuta bién doitrong khi c6 60% liéu ding duoc
dao thdi dudi dang cac chat chuyen hod.

Tramadol duoc chuyén hoa béi qua trinh loai methyl 6 vi tr O (dugc thuy phan
hdi enzym CYP2D6) thanh chat chuyén hoa M1 va qué trinh loai methKI GvitriN
(dugc thuy phan bm CYP3A) thanh ¢ atchuyen hoa M2.M1 con dugc chuyén hoa
tiép bai quatrinh loai methyl gvitriN vabdi qud trinh lién hdﬁ véiacid glucuronic.
Thoi gian bdn thi trong huyetthanh cliaM11a7 gio. Chét c uyén hod M1 ¢6 tac
dung glam dauva c6 téc dung dugc y manh hon chat chua chuyen hod. Nong do
chétd Uﬁen hod M1 thép hon nong do tramadol vai lan va tac dung trén lam sang
duding nhu khdng thay d0| khi dung I|eu nhaclai.

Paracetamol dugtc chuyén hoéd chu yéu tai gan qua 2 duong: lién hdg vGi
glucuronic acid va lién hgp véi sulphat. Qud trinh lién hgp véi sulphat nhanh
chéng bj béo hod khi duing liéu cao hon liéu diéu tri. Mot ty [é nho (dui 4%)
dugc chuyén hod bdi cytochrom P450 thanh chét trung gian ¢6 hoat tinh
(N- acet%/I benzoguinone imin) ma trong diéukiénbinh thudngnonhanh chéng
dugc khtr doc bai glutathion va dugic thai tri trong nudc tiéu sau khi lién hap
Vi cystein va acid mercapturic. Tuy nhién khi dung liéu qua cao, nong d¢ chat
chuyén hod sé tang.

Thditrit
Tramadol va cc chatchuyen hod ctiand dugc thiiitrirchi yéu gua nuéc tiéu. Thoi
gmn ban thi clia Paracetamol & nguoi 1o la khodng 2-3 gie, Thof gian nay ngdn

0n &'tré em va dai hon doi chit 6 tré sa'sinh va bénh nhén bi bénh gan man tinh.
Paracetamol chi yeu duigc do thai dudi dang cac dan chét lién hop ?Iucuro va
sulpho- phu thudc vao liéu dung. C duci 9% liéu, dunc_i]paracetamo duoc dao
thai trongbnuoc tleu dudi dang chua chuyén hoa. G'bé

nhan thiéu nang than,
thdi gian ban thai clia ca 2 chét déu kéo dai hon.

15. Quy céch dong gai: Hop 2 vix 10 vién.

16.Diéu kién bao quan, han diing, tiéu chuan chat Iugng ctia thudc:

Diéu kién bao quan: Bio quan noi khd mdt, nhiét d6 duéi 30°C.
Han dung 36thang ké tir (ngay san Xudt.
Tiéu chuan chat luigng cia thudc Nha san xuét.

17.Tén, dia chi ca'sé'san xuat thudc:

LABORATORIOS CINFA, S.A.

Dia chi: Ctra. Olaz-Chipi, 10. Poligono Industrial Areta, 31620 Huarte-Navarra,
Tay Ban Nha.

Vaitro: San xudt, kiém sodt 16, xuat xudng l6.

LABORATORIOS CINFA, S.A.
Dia chi: Travesfa Roncesvalles, 1, 31699 Olloki (Navarra), Tay Ban Nha.

Vaitro:Dong g6i so cip va dong goitht cap.
Qcinfa

Laboratorios Cinfa, S.A.
Olaz-Chipi, 10 P.I. Areta
31620 Huarte (Navarre)
SPAIN



