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R,THUOC BAN THEQ PON

MIBRAIN tab.
(Tramadol HCl & Acetaminophen)
Doc k§ hicdng din sie dung triede khi ditng
Néu cin thém thong tin Xin hii § kién béc 5§, dirgre sp.
[Thanh phin] M vién chira :
Hoar chit:
Tramadol HCI... e 3003 ME
Accwmmophun SVRRRR v 1) 11
T cheore: Powdon I<. 30 |ﬁ\'-v5llb$lllul€d hydroxypropylcellulose, crospovidon, magnesi stearat,
mau ving opadry.
[Dang bio ehé] Vién nén bao phim.
[Quy cich dbng g6i] Hop 10 vi x 10 viénfvi. rI'L]
[Chidjnh] -
MIBRAIN tab. duge chi dinh trong cdc con dau cdp vi min tinh, véi mire di tir vira dén ning,
Thede chi ditng khi ¢6 sie ké don ciia Bic i,
[Liéu lrgng]
Chi sir dyng v&i trudmg hop dau mirc d§ vira dén nding va edn sir dung thube dang phéi hop
tramadol v acetaminophen.
- V6i cdc con dau ngdin v&i mire d9 clp cip tinh, lidu chi dinh cia Mibrain 1a 2 vién/lin véi
khodng cdch 16 thiéu gifr cdc lin ding thude 12 6 giir, khang qud $ vién trong mét ngay.
- Vi trudmg hop bénh nhin ¢6 d§ thanh thai creatinin nhé hom 30ml/phat. liéu cha Mibrain
khong durgre virgt qui 2 vién sau mdi 12 gidr. y
- Liéu cho bénh nhin cao tudi nén giam xudng, do ngudi gid nhay cam hom véi cdc tic dung &
phy ciia thude.
- Diéu chinh lidu ding cho timg bénh nhin tiy theo mirc d3 dau va ddp tmg cla ngudi binh
hojic theo chi din cha thiy thude,
|Chéng chi djnh]
- Cic bénh nhin c6 tién sir min cim voi tramadol, acetaminophen, cic thude gidm dau hojc bit
k¥ thanh phan nao cia thude.
- Ngd dje rugu cip, ngd die vai thude tic dqnl, 1én hé thiin Kinh trung wong nhu: thude nga,
thude mé, thude giam dau trung wong, thude gidm dau hoa.c cic thude hudmg tim thin, Vi
Mibrain ¢6 thé 1am ire ¢hé hé thin kinh trung wong va suy hd hip cho cie bénh nhin nay.
- Bénh nhin suy gan, mic bgnh tim, phdi. thin. Bénh nhin dang st dung IMAO. Phy nir ¢6 thai
vit cho con bii. Ngudi bénh thidu hyt glucose-6-phosphat dehydrogenase.
- Bénh nhin dau byng ciip tinh khéng rd nguyén nhin, khing duge udng Mibrain,
- Tré em dudi 15 i,
- Bénh nhan dong Kinh chua kiém sodt duge.
- Ngudi nghi¢n opioid.
- Bé¢nh nhin suy thin c6 d§ thanh thii creatinin < 30 ml/phit
[Thiin trong| y
- Khéng nén ding qua licu chi dinh.
- Khing duge ké Mibrain cing vai ede sin phim khie ¢6 chira acctaminophen hefic tramadol,
cdc thude gidm dau trung uong hay gidm dau nhém NSAIDS,

"
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- Bénh nhin nén thong béo tién sir s dung thude cho béc s¥, dic biét & nhimg bénh nhén c6
vin dé vé gan, thin, bat thudng vé hanh vi, nghién rugu, viin dé vé phéi hogc dudmg the va bit
ctr di img ndo (ddc biét la di (mg véi codein).
- Thude c6 thé giy chong mit, ué oai, sir dung thin trong cho nhimg ngudi hoat déng cin sy
tinh tdo nhw 13i xe va van hanh may mée.
- Trinh cic thirc uéng ¢6 edn. Thude ndy cé chira acetaminophen 12 mét chit ¢6 thé gay hai cho
gan. Vi viy viée udng rugu hang ngay, dic biét khi két hop véi acetaminophen c6 thé ting nguy
co pha huy gan.
- Sir dung thin trong cho ngudi cao wéi vi ho ¢6 thé nhay cam hon véi nhimg anh hudng ciia
thude.
- Nhirng tri¢u chimg cai thube ¢ thé xudt hién néu ngung st dung thude dot ngdt. Nhimg tri¢u
chimg niy ¢6 thé la: lo du, db md héi, méit nga, rét run, budn nén, ring minh, ia chay, nhimg
tri¢u chimg cia dudmg hé hip trén, mét dinh hudng va hiém khi co ao gide. Mat sb tridu chimg
khde cling ¢é thé xudt hign véi tin sudt thip hon nhu: tinh trang hoang loan, trdm it niing vi
chimg di cam. Nhimg kinh nghig¢m 1am sang cho thiy ring bénh nhan ¢6 thé trdnh cdc wridu
chimg cai thudc biing cach ngung sir dung thude din din.
- (3 bénh nhén suy thin: tuy chua ¢6 nghién ciru ndo trén bénh nhan suy chirc ning than, nhing
kinh nghigm sir dung tramadol trén bénh nhén suy chirc nang thin cho thiy thude lam giam e
dj thai trir cia tramadol va cic chit chuyén héa ¢6 hoat tinh cia tramadol. O bénh nhin c6 d§
thanh thii creatinin nhé hon 30ml/phit, lidu chi dinh cia Mibrain 13 2 vién sau mdi 12 gi.
[Tic dyng phy]
Téc dung phu thudne gip (>2%): 0)1
Bang dudi day l4 bdo cdo vé cic triémg hop gdp phai tic dung phu Khi sir dung Mibrain (bénh
nhén trung binh sir dung 6 vién m§t ngdy).

Bing 1: Ty I cic tac dyng khang mong mudn gip phai khi sir dung Mibrain

Cie tricu chimg % mie phii (N=142)
HE riéu hda
Téo bén 6
la chay 3
Ndn 3
Khé migng 2

4 Py &
Rai logn tdm thin

Tinh trang ngt g 6
Chin in 3
Mat nga 2
HE thiin kinh trung wong va ngogi vi

Chdng min 3
Da vii md mém

Téng tict mo hai 4
Ngira 2
Rii logn sinli sdn (nam gidi)*

Rai loan tuyen tien ligt 2

* 86 lugng nam gidi = 62




https://trungtamthuoc.com/

- Hg thiin kinh trung wong vi ngogi vi: Chéng mit, nhirc déu, run

= He tiéu héda: Dau byung, tdo bon, tiéu chiy, kho tidu , d:"l)' hoi , khé miéng . budn nén, nn mia
- RGi logn tam thin: Chén an, lo du, réi loan, hung phin, mat ngi, cing thing, budn nga.

- Da: Ngira , phat ban, ting tiét mo hoi

Cée phan ime phy hiém khi xay ra (< 1%):

- Dau ngye, rét run, ngdt, hgi chimg cai nghign

- R loan tim mach: Cao huyét dp. tang huyét dp trim trong. ha huyét ap

- Hé thiin kinh trung uong v ngeai vi: Mét didu héa, co gidt, ciing co, dau nira ddu tir vira dén
nding, co co, dj cam, hén mé, chang mjt

- H théng tidu héa: Khé nudt, ludi phi né

- Réi logn thinh gide vi tién dinh: U tai

- Réi logn nhip tim: Chimg loan nhip tim, danh trdng ngyre, nhip tim nhanh

- Gan vi mit: Chirc ning gan bt thudmg

- Chuyén héa va dinh dudng: Syt cin

- Réi logn tm thiin: hay quén, mét nhin céch, trim cam, lam dung ma iy, do gide . ligt duong,
4 ming. rdi logn wr duy

- R&i loan hé win hoan: Thidu méu
- HE hd hiip: Kho thé (-D']
- HE tict ni¢u: albumin ni¢u, roi loan tiéu tién, thiéu nicu, bi tiéu -

- Réi logn tim nhin.

Thing bdo ngay cho bédc s khi pdp phdai edc tde dung kKhng mong mutiin cita thudc.
[ Twong tie thude]
Tironig tie cita tramadol
Vi carbamazepin
Sir dyng cing vdi carbamazepin ¢o thé lam giam tic dung gidm dau cua tramadol vi
carbamazepin 1am tang chuyén hod tramadol va lam tang nguy co din dén nhimg thay ddi bit
thurdmg vé hanh vi. Vi viiy khang nén két hop chiing vai nhau.
Vi quinidin
Tramadol bi chuyén hod thanh M1 bai CYP2D6. Quinidin la chit ire ché ehon loe d&i voi
isoenzym ndy. Két qua coa sy phéi hep cia quinidin va tramadol 13 1am ting ndng 4§ cla
tramadol va 1am gidm ndng d ciia M1, H¢ qua lim sing cia didu niy khong duge bidt rd. Cle
nghién ciru in-virro vé irong the thudc trén cdc tiéu thé gan ngudi di chi ra riing tramadol khing
anh huémg dén chuyén hod cda quinidin,
Vi ede chit ire ché CYP2D6
Cic nghién cinu invitro vé wwong tic thube trén cac tiéu thé gan ngudi di chi ra ring sir két hop
v6i cde chit e ché CYP2D6 nhu: Mluoxetin, paroxetin, vi amitriptylin ¢o thé diin dén irc ché
chuyén hod ramadol.
Véi ede chdr ire ehé MAO: khi két hop ramadol v thude irc ché MAO I3m 1ing céc tic dung
khéing mong mudn trong dé ¢b ting sy 1én con va hdi chimg serotonin.
Vi digoxin: Tramadol 6 thé 1am tang dde tinh cta digoxin
Véi cdc thude ching dong mdu cimg nhom véi warfarim 6 thé gdy kéo dai thoi gian
prothrombin.
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Tweng fdc ciia acetaminaplen

Véi commarin vé ddn chet indandion

Ubng dii ngdy liéu cao acetaminophen lam ting nhe the dyng ching dong eta coumarin va din
chit indandion. Téc dyng nay e vé it hofic khing quan trong vé lim sang, nén acetaminophen |
duge ua ding hon salicylat khi cin gidm dau nhe hotic ha sdt cho ngudi bénh dang dimg
coumarin hojic din chdt indandion,

Vai phenotfiazin

Cén phdi chi § dén kha nang gay ha sét nghiém trong & ngudi bénh ding ddng thisi phenothiazin
wvit ligu phdp ha nhiét.

Vi rieerie

Udng rugu qud nhi¢u va dai ngdy e6 thé 1am ting nguy co acetaminophen giy déic cho gan.

Vi thude ching co gidt (gbm phenytoin, barbitural, carbamazepin)

Thude chéng co gift giy cam (g enzym & microsom thé gan, ¢6 thé 1am ting tinh doc hai gan
cua acetaminophen do ting chuyén hoa thude thanh nhimg chiit dge hai voi gan.

Vi isoniazid

Diing déng thivi isoniazid voi acetaminophen eiing ¢6 thé din dén tang nguy co dde tinh véi gan,
nhung chua xde dinh dirge co ché chinh xé¢ cia twong tée ndy, Nguy co acetaminophen giy dée
tinh gan gia ting déng ké & ngudi bénh udng licu acetaminophen Idn hon lidu khuyén diing trong
khi dang diing thudc chéng co gidt holic isoniazid. Thudmg khéng cin gidm lidu & ngudi bénh
ding déng thai liéu diéu tri acetaminophen vi thudc ching co gift: tuy viy, ngudi bénh phai han
ché tyr diing acetaminophen khi dang diing thudc chéng co gifit hojic isoniazid.

[Sir dyng thude cho phy nir ¢6 thai va cho con bii 6}1

Pl nie o thai .

Mghién el & chut cho thiy: Khi udng ramadol v acetaminophen & lidu thong thudmg khong
lam anh émg dén bio thai chugt.

San pham két hop cia tramadol va acetaminophen ¢o thé giy die tinh cho phai thai va thai nhi
nhir 1Am gidm cin niing cta bdo thai & chudt véi lidu 50mg tramadol/ 434mg acetaminophen/kg
nhung khong gy qudi thai.

Chua ¢6 nhimg nghién et ddy di vé tie dyng cia thude d6i voi phy nir mang thai. Bge tinh khi
sir dung thude trong thoi ki mang thai 1a: ¢6 thé dfin ¢én tinh trang phu thude thube va cic tridu
chimg cai nghi¢n thii ki hju san. Tramadol ¢é thé qua duge nhau thai va giy ra cac tic dung
khong mong mudn cho teé. Vi viy, chdng chi dinh déi v&i déi wgng nay.

Pl niv cho con bi

Tir ¢de nghién el trén thé gioi cho thity sau khi tiém tinh mach 100mg tramadol, sau 16 gio
nong di cia tramadol trong siva 14 100ug va 27pg M1 (chdt chuyén héa cia tramadol). Do d6
phy nir cho con bit, néu thye sy phai sir dung Mibrain thi phai ngimg cho con bii trong giai dogn
diing thudc. Sau khi ngimg thude chn chr thém 2 ngay rbi méi cho wré b lai.

[Anh hudng dén khi ning Ki xe vi vin hinh méy moc]

Tramadel ¢é thé giy ra hoa mdt va chong mit vl nhimg tinh trang niy s& cang nding né hom néu sir
dyng dong thoi voi rrgu va ede chit ire ché thin Kinh trung vong. Vi vy, khing nén i xe vi vin
hanh méy moe khi ding thude.

[Ddic tinh duge yre hoe]

Tremadol

L thude gidm dau opioid cé tac dyung trén thin kinh trung womg khéng chon loe trén thy thé p. 8.
%, di e cao trén . Ngodi ra ¢o the dung ie ché tai hap thu adrenalin v phéng thich serotonin.

=
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Cor ché tie dyng gidng véi co ché cia ede thude gidm daw giy nghién, nhung it gdy nghién hom.
Tée dung giam dau twong duong cdc thube giam dau gay nghign nhung né it giy te ché ho hip,
m{t tée dung phy chit yéu cia cde thube giam dau giy nghién, Tramadol khéng phai 1 thude
chéng viém phi steroid va khdng lam ting nguy co loét da diy va chay méu trong.
Acetaminophen

Acetaminophen (hay tén khdc ld paracetamol) 1 mdt chit giam dau ngoqi vi khdng gay nghign,
50 vdi cde thude NSAIDS, acetaminophen ¢d it it the dung phy. 0)_'

|Ddie tinh durgre dgng hoe|

Tramadol bj chuyén hod thianh M1 b&i CYP2D6. Tramadol 13 mit chiit racemic vi cde dang
déng phin 1 wyén v hir wyén coa tramadol v M1 duge tim thiy trong qui trinh luu thing.
Duge djng hoe eda tramadol vii acetaminophen khi u-:’mg mét vién nén Mibrain duge m 1 rong
bang 2. Tramadol ¢6 3 hdp thu v thii gian ban thii nhé hon acetaminophen.

Bing 2: Bing tong két cie thong s6 duge ddng hoe trung binh cia cic dang ddng phén
quang hge cia tramadol, M1 vi cia acetaminophen khi wing mt vién nén
Tramadol/Acetaminophen két hgp (37,5 mg/325 mg) & nhimg ngudi tinh nguyén,

Thing s6 | (+)-Tramadol | (-)-Tramadol | (+)-MI (-)-M1 | Acetaminophen
Cmax
(ng/mL) 64,3 (9.3) 55.5(8.0) | 109G | 128(3.2) 4.2(0,8)
wmax(h) | 15(06) 1807 | 2107 | 2207 | 0907
CL/F ] _
eyl - - 365 (34)
1 (h) 5.0 (14) 4.7(1,2) 1800 | 62(1.6) 2.5 (0.6)

Vai Acetaminophen, Cmax duge tink theo don vi pg/ml

Mét nghién etru durge dgng hge cho mn ligu dom Mibrain duge tien hiinh trén nhimg ngudi tinh
nguyén di chi ra ring khdng ¢6 sir wong e giia tramadol vi acetaminophen. Tuy nhién, sinh
kha dyng cisa tramadol va chdt chuyén hod M1 & dang vién nén két hop thip hon & dang don
chit. Dign tich dudi dudmg cong bj gidm 14% d6i voi (+)-tramadol, 10,4% déi véi (-)-tramadol,
11,9% d6i v6i (+)-M1 and 24.2% dbi véi (-)-M1. Neuyén nhin cia viée giam sinh khi dung
chua drge biét mjt eich rd ring.

Khang ¢6 diu higu thay ddi vé duge djng hoe eia acetaminophen & dang phéi hop va & dang
dom.

HAP THU:

- Sinh kha dyng tuyét ddi cia tramadol HCI khi udng liéu don Mibrain 100mg vio khodng 75%.
Ning ¢ trong huyét twong sau khi udng lidu 2 vién nén Mibrain cia tramadol dat cyre dpi sau 2
gitr v cia M1 13 3 gidr,

- Trong huyét wong, ndng df cia acetaminophen dat dinh trong véng | gitr vt khong bi dnh
hudng bai tramadol. Khi uéng acetaminophen duge hip thu chis yéu & rugt non.

= Nhimg anh huémg cia thire &n:

- Khi Mibrain dugc ubng cing thire an, thii gian d& dat ndng d§ ey dai bi chim hon khoang 35
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phit d6i véi tramadol va gin nhu mét givr d6i véi acetaminophen. Tuy nhién, nong d¢ cye dai va
mire dg hiip thu cia tramadol va acetaminophen thi khing b anh hudng.

PHAN BO:

- Thé tich phin b eia ramadel khi tiém tich mach liéu 100mg 13 2,6 L/kg & nam va 2.9 Likg &
nir.

- Lién két cia tramadol vdi protein huyét wong vio khodng 20% va lién két ndy chi hinh thinh
khi néng ¢ dat duge 10 pg/mlL.

- Acetaminophen phin bd réng vio hdu hét cic md ciia co thé ngogi trir md mé. Thé tich phan
bd vio khoang 0.9 Likg. M§t 1y 1¢ nhé (khoang 20%) acetaminophen lién két v6i protein huyét
twong.

CHUYEN HOA:

- Tramadol bj chuyén hod bai CYP2D6 va CYP3A4. Khodng 30% cia licu thai trir qua nudc
tiéu dudi dang khéng d6i va 60% licu bai tiét dudi dang chuyén hod. Cde edch chuyén hod chinh
I# xudt hién cde lign két N-, O-, loai methyl, két hop voi acid glucuronic hojdie sulfat & gan. Chit
chuyén hod M1 (O-desmethyhramadol) 1a hoat chitt ¢ hoat tinh sinh hoe. Sir hinh thanh M1 phy
thuge vio CYP2D6 ciing nhur ¢éc chit ire ché ¢6 anh huéng dén dap img dicu trj.

- Acetaminophen bj chuyén hod chi yéu & gan bing ba con dudmg chinh:

> Lién két vavi acid glucuronic.

> Lién két vai sulfat, @7

= Oxy hod qua cytechrom P430. -

- O ngudi 16m, acetaminophen bi chuyén hod chi yéu do két hop véi acid glucuronic va mit
phin nho hom két hop véi sulfat. Sy két hp ndy 130 thinh cde chit chuyén héa khong ¢d hogt
tinh sinh hoc.

- O tré em, 1ré s sinh, tré sinh non, sy két hop vai sulfat chiém wu thé.

THAI TRU:

- Tramadol duwge thai trir chi yéu nhér sy chuyén hod & gan vi cdc chit chuyén hod nay duge thai
trir chir yéu qua thin. Sau khi udng Mibrain, thoi gian ban thai cda tramadol trong huyét twong la
5-6 gitr v cia M1 12 7 git. Théni gian ban thai cia tramadol trong huyét twong tang 1én 7-9 giir
khi udng liéu tiép theo cia Mibrain,

. O ngudi lém, thoi gian ban thai cia acclaminophen vio khoang 2 dén 3 gitr va ¢6 phan ngin
hom @i vai tré em v dai hon & tré so sinh va & bénh nhan xo gan. Acetaminophen thai trir chi
yéu nhdr sy hinh thanh ede lién két voi acid glucuronic vi sulfat. Khoang 9% acetaminophen thii
trir qua nude tiéu dudi dang khdng chuyén hod.

DOl VOI BENH NHAN SUY THAN

- Duge dgng hoe cha Mibrain trén bénh nhin suy thin chua duge nghién clru. Theo nhimg
nghién ciru khi str dung tramadol & dang khéng két hop. sir thai trir et tramadol vi chilt chuyén
hod M1 bj gidm & bénh nhiin ¢6 ¢ thanh thai creatining nhd hon 30 mL/min. Vi viy, cin diéu
chinh liéu & nhimg bénh nhin niy.

POI VI BENH NHAN SUY GIAM CHUC NANG GAN

. Duge djng hge cia Mibrain trén bénh nhin suy gidm chirc ning gan chua duge nghién ¢l
Do tramadel v acetaminophen déu duge chuyén hod chi yéu bai gan, vi viy khéng nén chi dinh
Mibrain cho bénh nhin suy gan.

pO1 VOl NGUOI GIA

- M@t 6 két qua nghign elru thu duge cho thily khong c6 nhimg thay déi ding ké vé duge djng
hoe cia tramadol v acetaminophen & ngudi gid o6 chire ning gan va thin binh thudmg.

Wi N
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[Qua ligu]
Mibrain 12 mdt san phim két hop, vi vy cac biéu hiéu lim sang chia tinh trang qua lidu ¢6 thé
bao gom cde diu hidu va tridu chimg cia ngd dde tramadol hodie ngd dde acetaminophen hodic ca
hai.
Ciic tri¢u chimg ban déu cia qud liéu tramadol ¢6 thé 1a: suy ho hiap va/ hoje bt thudng vé hanh
vi. Hiu qua nghiém trong ciia vie qud liéu tramadel 1a gdy tre ché hé thin kinh trung wong, suy
hé hip v ur vong. Dé didu tri tinh trang qud lidu, cing véi cde phuong phap didu tri hé trg néi
chung. ciin cha ¥ duy tri diy dua lrong oxy cho qua trinh lge méu bing oxy.
Cée triéu chimg ban diu duge phat hién trong vong 24 ity sau khi qua liu acetaminophen la:
chén @n. budn ndn, nén, phién mugn, xanh xao va todt mé héi. Hau qua nghiém trong cia qua
liéu acetaminophen 12 hoai tir gan, dan dén suy gan va i vong. Néu ¢6 nghi ngdr qud liéu thi phai
tién hanh didu tri ngay Idp tirc ngay ca khi cée trigu chimg qué liéu chua xudt hign.
[Biio quin]
Bio quan trong bao bi kin, tranh dm, & nhigt do dudi 30°C.
[Han diing] 36 thang ké tir ngay san xudt. CD']
DE THUOC TRANH XA TAM TAY TRE EM. -
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