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Ngudi ln: L_’é" khoi ddu 25 mg, ngay mot 1dn trong tudn diu, sau
46 tang licu timg bdc 25 - 50 mg, mdi 1 - 2 tuin, chia 1m 2 lidu m3i
ngay. Licu duy tri thong thuémg 100 - 200 mg/ngay, chia lam 2 1&n.
Hi¢u chinh liéu theo dép img, t5i da 500 mg/ngdy.
Phoi h{fp trong diéu tri dgng kinh toin bg thé co cimg - co gidt
hodc dong kinh cuc bj c kém dgng kinh toin b6 thit phat hodc
kkéng.‘ phél hpp dieu f?‘f con dp‘ng kinh trong hﬁi Chlh‘!g Lennox-
Gastaul.
Tré em 2 - 17 tuoi: Liéu khoi diu 1 - 3 mg/kg, ngiy mot lin, trong
tuan dau. Sau d6 tang liéu timg bic 0,5 - 1.5 mg/kg, 2 1dn mét ngay,
t0i da 25 mg/ngay, trong mdi | - 2 tan. Liéu duy tri khuyén céo
2,5-4,5 mg/kg, ngay 2 lan (t5i da 7,5 mg/kg, 2 lin mét ngay). Néu
tré khong dung nap véi ché do liéu khuyén cao, co thé ting liéu
thanh timg béc nho hon v6i khoang cach dai hon giira cac lan tang,
toi da 400 mg/ngay.
Ngudi lém: Lieu khoi dau 25 - 50 mg, ngay mét lin trong tudn déu,
sau do tang lif‘:u timg béc 25 - 50 mg, mdi 1 - 2 tudn, chia lam 2 liéu
moi ngdy. Lieu duy tri thong thudmg 200 - 400 mg/ngay, chia lam
2 lan. Hiéu chinh liéu theo dap img, t6i da 400 mg/ngay.
Du phong dau mira déu.
Ngudi 16n: Liéu khéi ddu 25 mg, ngay 1 lin trong tuin déu, sau
d6 tang lidu timg bic 25 mg n:nﬁi tun. Liéu duy tri théng thudmg
50 - 100 mg/ngay, chia 1am 2 1an. Hiéu chinh liéu theo dap tng, tbi
da 200 mg/ngay.
Tré em: Thude khong dugce cép phép trong dy phong dau nira diu
& tré em.
Hiéu chinh liéu
Bénh nhén suy than (Cl < 70 ml/phit): Ding liéu bing 50% liéu
thong thuong o ngudi lon.
Bénh nhén suy thin giai doan cudi: Do topiramat dugc thai trr ra
khoi co thé bing thim phan méu, cin ding lidu bd sung cho bénh
nhén v&o thoi diém bit ddu va két thic qua trinh thdm phéan. Mic
lidu bd sung phu thudc d3c tinh cia phirong phép thdm phan.
Bénh nhén suy gan: Thén trong khi ding thuéc cho bénh nhéan suy
gan trung binh va ning do 4 thanh thai ciia topiramat giam trén
cac bénh nhéan nay.
Neguoi cao tubi: Khéng cin hiéu chinh liéu trén bénh nhin cao tudi.
Tuwong tic thude
Cdc thuée tranh phéi hop
Céc thube trc ché TKTW: Tranh phdi hgp topiramat véi regu va
céc thude (e ché TKTW.
Céc thudc lam ting nguy co s6i than: Tranh phéi hop do viée phoi
hop véi topiramat 1am tdng nguy co soi thin,
Cdc thude can thén trong khi phéi hop
Anh huéng ciia topiramat trén cac thudc chong dong kinh khéc:
Phenytoin: Do tic dung irc ché enzym CYP2C19 ciia topiramat,
phéi hop lam ting néng do phenytoin trong mau, tang tac dung va
doc tinh cua phenytoin.
Anh huéng cia cac thude chéng dong kinh khéc 1én topiramat:
Phenytoin va carbamazepin lam giam nong dd topiramat trong
huyét twong. Can hiéu chinh liéu topiramat khi phéi hgp.
Cic thube chuyén héa qua CYP2C19: Do tac dung irc ché enzym
CYP2CI19, topiramat c6 thé anh huong dén tac dung cia mét sb
thube khéc bj chuyén hoa thong qua enzym nay nhu diazepam,
imipramin, moclobemid, proguanil, omeprazol.
Digoxin: Trong mét nghién ciru, st dung phéi hop topiramat véi
digoxin lam giam ndng d¢ digoxin trong méau va AUC cua digoxin
12%. Can than trong khi phéi hgp topiramat trén cac bénh nhan
dang dugc diéu tri véi digoxin, theo ddi ndng d thudc trong mau.
Céc thudc trénh thai dudmg udng: Sir dung phéi hop lam giam hiéu
qua tranh thai va ting nguy co chay mau gitra chu ky. Thén trong

khi phdi hop. . .

Lithi: Sir dung phéi hgp lam tiing hap thu toan than (26% AUC)
str dung topiramat v&i mirc Iiéu_GQ(} mg{ngéy‘ trén cac bénh nhgp
réi loan ludng cuc. Can theo ddi nong d¢ lithi trong méu khi phg;
hop véi topiramat. " i e ; Y
Risperidon: Sir dung phoi ht;fp Vi toplramat)lam tfmghtan suat ggp
ADR so véi truéc khi phéi hop. Chua rd ¥ nghia lim sing cj,
twong tac. Ciin hiéu chinh liéu topiramat néu phéll hop.
Metformin: Phéi hgp lam ting C,, AUC, ; ;, cta metformin 13,
lurot 18% va 25%, trong khi CL/F gidm 20%. Chua rd y nghia lan,
sang cho anh hudng cua topiramat trén duge d.uqc ‘dé"g hoc ciq
metformin, ciing nhu anh hudng cua m“jtjfomm trén duoc dong
hoc cua topiramat. Cén than trong khi P‘h(“ h?p, il(fém. soat thuf!ng
qui dudng huyét dé danh gia mirc do klé_m soat dai t%lao duong.
Pioglitazon, glyburid: Topiramat lam gidm f‘UC. cua pioglitazoq
vi glyburid lan lugt 13 15% va 27% do véy can than trong khi phg;
hop, kiém soét thuong qui dudng huyet dé danh gid mic d§ kidp
soat dai thao duong. _ _ .
Acid valproic: Sir dung phoi hop lam ting amoniac huygt g
thé kém hoac khong kém bénh ndo, ha than nhiét. ADR thuimg
xuat hién trong giai doan dau dicu tri v6i topiramat hodc sau khi
ting liéu. ] .
Hydroclorothiazid: Lam ting G va AUC cua topiramat lan lugt
27% va 29%. Chua rd y nghia ldm sang cua tuong tdc.

Qua lidu va xir tri

Triéu chimg: Céc truomg hop qua liéu da duoc ghi nhan. Cac diy
hiéu va triéu chirg qua liéu bao gém co gidt, budn ngy, réi loan
ngén ngir, nhin mo, song thi, giam tim trang, hon mé, mét phi
hop dong tic, tut huyét ap, dau bung, kich déng, chong mit va trim
cam, Hiu qua lam sang thuang khdng nghiém trong trong hau hét
cac trudng hop. Tuy nhién céc trudmg hop tr vong cling da duge
ghi nhin sau khi qud liéu cic san pham phéi hop nhiéu thudc trong
d6 ¢o topiramat. Qua liéu topiramat 6 thé dan dén nhidm toan
chuyén hoa niing.

Xir tri: Chi yéu 1a diéu tri triéu chirng va cham séc hd trg kém theo
ddi chire ning tim mach va cac du hiéu sinh tdn. Rua da day vi
gy noén ngay lap tirc d& loai bo phan thube vira uéng. Cho uéng
than hoat dé ngan can hap thu phan thude con lru lai trong dirémg
tiéu hoa sau khi qua liéu. Chua c6 thude giai ddc dic hiéu néu qua
liéu. Loc méu va tham phan phic mac ¢6 thé hidu qua trong ditu
tri ngd doc cip topiramat.

Cép nhdt ldn cudi: 2018.

TRAMADOL HYDROCLORID

Tén chung quée té: Tramadol hydrochloride.

Mi ATC: NO2AX02.

Loai thude: Thudc giam dau nhém opioid.

Dang thude va ham lrgng

Vién nén: 25 mg, 50 mg, 100 mg.

Vién nang: 25 mg, 50 mg.

Vién nén hoa tan: 50 mg.

Vién nén giai phéng kéo dai: 75 mg, 100 mg, 150 mg, 200 mg,
300 mg, 400 mg.

Vién nang giii phong kéo dai: 50 mg, 100 mg, 150 mg, 200 mg,
300 mg.

Vién nang gidi phong kéo dai 2 pha: 100 mg (giai phéng ngay
25 mg, giai phéng kéo dai 75 mg), 200 mg (gidi phong ngay 50 mg,
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giai phong kéo dai 150 mg), 300 mg (giai phong ngay 50 mg, giai
phong kéo dii 250 mg).

pung dich tiém: 50 mg/ml,

Dung dich uéng: 5 mg/ml, 100 mg/ml (dung dich udng theo giot).

parge lye hoe

Tramadol hydroclor:d 12 mot thude giam dau tong hop c6 tac dong
mmg tam. Thudc (va chat chuyen héa c6 hoat tinh M ) c6 tac dung
giong thude phi¢n, do ¢6 hoat tinh chon lgc trén cic thu thé .

Ngodi hoat tinh giong thudc phién, tramadol con (re ché s\r tai hap
thu mdt s6 monoamin (norepinephrin, serotonin), diéu nay 2op
phﬂ“ vao tic dung glam dau cua thude. Trong thue nghlém trén
dO"S val, chéit chuyén héa M, c6 tic dung giam dau manh gap 6 lin
vi gn v6i thu thé p manh gap 200 lan so véi thube gde. Tac dung
giam dau cua tramadol chi bj déi khang mdt phan boi naloxon &
pgudi khoe manh.

Tramadol ciing c6 thé giy nghién, nhung kha nang nay thép.

Tramadol ciing 6 nhiéu tic dung dugc Iy va ADR gidng thube
phién. Tac dung gdy suy gidm hd hép cia thude yéu hon so véi
morphin va thuong khéng quan trong vé 1am sang vai cac lidu
thurong ding.

Vi liéu twong doi cao (nhur céc lidu dung ngoai dirdng tiéu héa),

tramadol ¢6 the gdy suy giam ho hép, do d6 phai ding thin trong,
ngay ca cac liéu udng théng thudmg, dbi véi ngudi c6 nguy co
suy ho hap. Véi liéu uéng thé‘ong thudmg, thube c6 it tac dung vé
tim mach, méc du doi khi c6 thé xay ra ha huyét ap, ngat nhip tim
nhanh.

Dwgc dong hoc

Hap thu: Tramadol dugc hip thu d& dang sau khi ubng nhung mét
phan nho bi chuyén héa qua vong tudn hoan. Sinh kha dung tuyét
d6i trung binh 1a khoang 70 - 75% sau khi udng va 100% sau khi
tiém bip. Khoang 20% thudc gin véi protein huyét trong.

Phén bé: Tramadol dugc phan bd rong rai, di qua nhau thai nhung
rt it vao sira me (chi khoang 0,1% liéu diing & ngudri me).

Chuyén hod: Tramadol duoc chuyén hoa do khir N-methyl
vd O-methyl qua cac isoenzym CYP3A4 va CYP2D6 va do
glucuronid héa hodc sulfat héa trong gan. Chit chuyén héa
O-desmethyltramadol (M) ¢6 hoat unh duge 1y.

Thai trie: Tramadol duoc bél tiét cht yéu qua nudc tiéu dudi dang
chét chuyén héa. Nira doi thai trir khoang 6 gion.

Cac thong sb duge dong hoc & ngudi cao tudi ciing giéng nhu &
nguoi tré tudi.

Chi dinh

Tramadol dugc ding dé diéu tri dau vira va dau nang.

Choéng chi djnh

Tién sir qua méan voi tramadol, céc opioid.

Ngo déc cap tinh v6i cac chat rc ché hé TKTW khdc (nhu ruou,
thudc an than, thudc gay ngu, thudc giam dau trung wong khéc,
opioid khac, thuéc hurémg than).

Suy hé hap nang, hen phé quan cip hojic ning trong trwdng hop
khéng kiém soat duge hodc thiéu dung cu héi sirc.

Bénh dong kinh chura duge kiém soét bing diéu tri.

bidu tri dong thiri hodic sau khi nglng diéu tri thudc e ché
monoamin oxydase trong vong 14 ngay.

Suy thin hodc suy gan nang.

Tré em dudi 12 tudi dé kiém soat con dau va & tré em dudi 18 tubi
dé kiém soat con dau sau phau thudt cat hodic nao amidan.

Dang bao ché kéo dai: Khong duge sir dung dé diéu tri nghién opioid,

khong thich hop dé sir dung cho tré em ¢6 thé trong dudi 25 kg.

Tic nghén dudng rudt bao gom liét rudt.

Tramadol hydroclorid 1611

Thén trong

Lién quan dén cdc ADR:

Phan (mg phan vé: Cac phan (g phan vé nghiém trong (ké ca
trucmg hep tir vong hiém gap) thm‘mg xdy ra sau khi bit dau ding
thude da dugc bao cdo. Ngira, ndi mé day, co thit phé quan, phu
mach, hoai tir biéu bi nhiém dgc va hoi chimg Slevens-Johnsor_!
cling da duoc bao cdo. Tién sir phan (mg phan v¢ v6i opioid c6 thé
lam ting nguy co cac phan (mg tuong tw khi sir dung tramadol;
tranh sir dung & nhitng trudng hop nay. Néu xay ra phan vé hodc
céc phan ng qua man khéc, ngimg thude vinh vién; khong ding
lai thudc.

Ut ché TKTW: Thubc co thé giy ire ché TKTW, c6 thé lam suy
giam kha ning thé chit hoic tinh thin; nguéi ding phai duge canh
bao vé viée thue hién cac cong viéc doi hoi sy tinh tio vé tinh thin
(nhwr: van hanh may mac, lai xe).

Ha dudmg huyét: Ha dudmg huyét (bao gém ha dudmg huyét nang)
d4 duge béo cdo (hiém gap) dac biét 1 trong vong 30 ngay dau tién
ké tir khi bit diu diing tramadol. .

Ha huyét ap: C6 thé giy ha huyét 4p nghiém trong (bao gém ha
huyét ap tu thé dirng va ngét}; thin trong khi sir dung cho ngudi
giam thé tich tudn hoan, bénh tim mach (bao gdm nhdi méau co tim
cép tinh) hodc cc thubc co thé lam tang tic dung ha huyét ap (ké
ca phenothiazin hodc thuc gay mé néi chung). Theo ddi cac triéu
chitng ha huyét ap sau khi bit dau dung thudc hoic khi diéu chinh
liéu. Tranh diing cho ngudi bi séc tuin hoan.

Suy ho hip: C6 thé xay ra suy hd hap nghiém trong, de doa tinh
mang hofic tir vong. Theo doi chat ché tinh trang (rc ché hé hap,
diic biét trong thi gian bit ddu ding thude hogc khi ting lidu. Ting
CO, t6n dong do trc ché ho hip bai opioid ¢6 thé 1am tang thém tac
dung an thin coa opioid. Bénh nhan va nguoi cham séc nén dugc
dao tao cach nhin biét suy ho hip va tam quan trong cua viéc hd
trg khén cip trong trrdmg hop xdc dinh hoc nghi ngdr qua liéu.
Co giat: Co gidt c6 thé xay ra ngay ca khi diing muc liéu trong
khuyén cdo. Nguy co tang lén & nhimg ngudi dang ding thude tre
ché tai hap thu serotonin (SSRI), thudc (rc ché tai hip thu serotonin
va norepinephrin (SNRI), ngu&i biéng #@n, opioid khac, thube
chéng trim cam ba vong (TCA) va cac hop chat ba vong khac (nhu
cyclobenzaprin, promethazin), thuéc an thin kinh, thude (rc ché
monoamin oxidase (IMAO), céc loai thudc khéc c6 thé lam giam
ngudng co giat hodc thude lam giam chuyén héa ciia tramadol (nhur
chit irc ché CYP2D6 va CYP3A4). Ngudi ¢6 tién sir dong kinh
hodc ¢6 nguy co bj déng kinh (chdn thuong déu, réi loan chuyén
héa, nhiém tring TKTW, bénh 4c tinh, hodc trong thoi gian cai
nurgu/ma tiy) cling 6 nguy co cao hon.

Hoi chimg serotonin: C6 thé xay ra khi sir dung ddng thoi cac
thube serotonergic (nhu SSRI, SNRI, triptans, TCA), lithi, co
St. John, cdc thudc lam giam chuyén hoa cua serotonin (nhu IMAQ)
hodc céc tdc nhan 1am giam chuyén hoa cua tramadol (nhu cac chét
irc ché CYP2D6 va CYP3A4). Theo ddi bénh nhan d& phat hién hoi
chimg serotonin bao gém thay ddi trang thai tim than (nhur kich
dong, do giac, hon mé); tu chi khdng on dinh (nhu nhip tim nhanh,
huyét ap khong én dmh tang than nhiét); thay doi thin kinh co
{nhu ting phan X3, mét phobi hop déng tac); va‘hoic céc trigu chimg
ti€u hoa (nhu budn nén, nén, tiéu chay).

Than trong lién quan dén bénh:

Bénh tai 0 bung: C6 thé che khuét chin doan hoic dién bién lam
sang cua nhimg ngudi ¢6 bénh cép tinh tai 4 bung.

Suy vo thugng than: Thén trong khi ding cho ngudi suy thugng
thén, ké ca bénh Addison. Sir dung opioid lau dai c6 thé giy suy
sinh duc thir phat, c6 thé dan dén rdi loan tdm than va lodng xwong.
Suy giam chirc ning duéng mét: Thén trong khi ding cho nguai
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c6 roi loan chirc nang dudng mit hodc viém tyy cip; opioid c6 thé
giy co that co Oddi.

Uc ché/hon mé TKTW: Tranh ding cho ngudi suy giam § thirc
hoic hon mé vi nhimg ngudi ndy dé bj anh huéng néi so do tich
trilr CO,.

Mé sang: Sir dqng than trong cho ngudi bi mé sing,

Chén thuong dau: Sir dung hét sirc thin trong cho nhimg ngudi bi
chén thuong déu, ton thueng ndi so hodc ting ap luc ndi so (ICP);
c¢6 thé xdy ra ting qua mirc ting ap luc ndi so.

Suy gan: Thén trong khi sir dung. Khang nén sir dung dang bao ché
kéa dai cho ngudi suy gan nang (Child-Pugh nhém C).

Tinh trang sirc khde tAm thin: Sir dung opioid than trong dé diéu
tri céc con dau man tinh cho nguéri ¢é vin dé vé sirc khoe tam than
(nhu trdm cam, roi loan lo au, réi loan cing thing sau chén thuong
tam ly) do ting nguy co rdi loan sir dung opioid va qué liéu; nén
theo ddi bénh nhén thirong xuyén hon.

Béo phi: Than trong khi dling cho ngudi béo phi.

Tang san tuyén tién liéthep dudng tiét niéu: Thén trong khi sir
dung cho ngudi ting san tuyén tién ligt vashodc hep dudng tiét
niéu.

Réi loan tdm thin: Than trong khi ding cho ngudi loan than do
nhiém déc.

Suy than: Than trong khi diing; giam liéu dang bao ché gidi phéng
ngay lap tirc & ngudi suy than néng; nén tranh dung dang bao ché
gidi phong kéo dai & ngudi suy thin ning.

Bénh ho hip: Than trong khi sir dung va theo ddi tinh trang ¢ ché
hé hap & ngudi bi bénh phéi tic nghén mén tinh nghiém trong hodc
bénh i loan nhip tim va nhimg ngudi ¢6 dur trir hd hap giam déng
ké, giam oxy mau, ting CO, hodc dang bi suy giam ho hép, dic biét
khi bat dau ding thudc va khi chinh lidu; co thé xay ra suy ho hap
nghiém trong ngay ca & liéu diéu trj, Can nhic sir dyng thay thé
bang thube giam dau khéng opioid & nhirng ngudi nay.

Ri loan lién quan dén gidc ngh: Str dung opioid 1am ting nguy co
mic céc roi loan lién quan dén gidc ngl (nhu ngung thé khi ngu
ngudn gde trung wong (CSA), giam oxy mau) phu thude vao liéu
lwgng. Thén trong khi sir dung cho céc con dau man tiph va chinh
lidu than trong & nhimg ngudi ¢6 cac yéu t nguy co roi loan nhip
thés khi ngit (nhu suy tim, béo phi). Can nhéc giam lieu & nhimg
ngudi ¢6 CSA. Trinh ding opioid & ngudi réi logn nhip thér kbi
ngu tir trung binh dén ning.

Nguy co tyr tir: Tranh sir dung cho nhimng ngudi dang coy diph ar
tir; thin trong khi sir dung cho nhimg ngudi dang dung thuoe an
than va/hodc thude chong trim cam, hodic nhiing ngudi bi rbi loar}
cam xiic bao gdm ca trim cam. Can nhic vigc sir dung thay thé
bang thudc giam dau khéng opioid & nhitng ngudi nay.

Rdi loan chirc ning tuyén giap: Thén trong khi dung cho ngudi bi
161 loan chire ning tuyén giap.

Than trong lién quan dén ding d’éng thoi voi cde thude khae:
Benzodiazepin hodc cac thudc e ché TKTW khéc: 'SL.I dung dong
thér opioid voi benzodiazepin hogc cac thude tre ché TKTW khic,
bao gdm ¢ rugu, c6 thé dan dén an thin sdu, rc ché hé hép, hon
mé va tir vong. Chi dung dong thoi tramadol va benzodiazepin
hodc cac thude trc ché TKTW khac cho bénh nhén khi céc bign
phap diéu tri thay thé khac khong dat hidu qua diy di. Ding ché do
lidu téi thiéu dat hidu qua, trong théi gian tdi thiéu can thiét va theo
ddi bénh nhin vé cac dau hiéu va triéu ching ciia suy hd hép va an
thin. Cén nhéc sit dung naloxon dé diéu tri cip ciru céc truong hgp
qué liéu opioid & ngudi ding ddng thai opioid véi benzodiazepin
hodc cic thude irc ché TKTW.

Tuong thc CYP450: Anh huémg cia viée sir dung dong thoi hodc
ngimg sir dung chit cam (mg CYP3A4, chit irc ché CYP3A4, hodc

chéit tre ché CYP2D6 voi tramadol rit phic tap. Si dyng chit cam
img CYP3A4, chit irc ché CYP3A4, hodic chat tre Cﬁé CYP2D6 voi
tramadol cin phai xem xét can thin vé tdc dung doi v6i thudc ban
dAu (tramadol) va chit chuyén hoa c6 hoat tinh M,.

Thén trong & cdc doi twong dac biét: o

Ngudi suy mon hodc suy nhuge: Than trong khf dL}“S CE" nguoi
suy mon hogc suy nhuge; c6 nhicu khd nang gdy uc Ehe |:'6 hap
nghiém trong ngay ¢ & liéu lugng dieu trj. Can nha‘c‘v:f;c sir dung
thubc giam dau khong opioid thay the 0 nhimg nguoi nay.
“Ngll’él’i chuyén hoa cure nhanh” CYP2D6 Tranh str dl,mg a I]hﬁ’ng
nguoi chuyén hoa cuc nhanh vi c6 kiéu gen CYP2ZD6 dac higy
(sao chép gen *1/*1xN hogc *1{*2x,N}; nht"mg nguol nay co thé
chuyén héa nhiéu tramadol thanh chat chuyén héa c6 hoat tinh va
lam ting tic dung qua trung gian ogioid. Kiéu h}nh nay dugc thay
& khoang 1% dén 2% ngudi Dong A (Trung Quoc, Nhat Bari’ Han
Quédc), 1% dén 10% ngudi da tring, 3% deén 4% ngutn'_M? goc Phi
vi ¢6 the > 10% & mot sé nhém ching toc/din toe nhat dinh (nhy
nguoi Chau Dai Duong, Béc Phi, Trung Pong, Do Théi Ashkenazi,
Puerto Rico). )

Ngudi cao tudi: Than trong khi st dung opioid dé gidm dau man
tinh & ngudi cao tudi; theo doi chiit ché do kha nang ting nguy co,
bao gém mot s6 nguy co nhu ngﬁ/gﬁy_xu(mg, suy giam nhaq thire
va tdo bon. Do thanh thai cling cd thé gidm & ngudi cao tudi (c6
hofic khdng bi suy than) dén dén pham vi diéu tri hep va ting nguy
ca suy hé hap hodc qua liéy. ‘ _

Cén nhéc sir dung thay thé bang thudc giam dau khong opioid &
nhimg ngudi nay.

Tré so sinh: Sir dung opioid kéo dai trong thoi ky mang thai ¢6 thé
giy ra hoi chimg cai thubc ¢ tré so sinh, c6 thé de doa tinh mang
néu khong duoc nhan biét va diéu tri theo phéc do. Néu phy nir
mang thai phai sir dung opioid trong thdi gian dai, tu van cho b¢nh
nhan v& nguy co mic hdi chimg cai opioid & tré so sinh va dam bao
ring c6 bién phap diu tri thich hep. Cac dau higu va triéu chimg
bao gdm khé chiu, ting dong thai qua va kiéu nga bat thudimg,
khéc thét chéi tai, run riy, nén mira, tiéu chay va khéng tang can.
Su khoi phat, thoi gian va mirc d6 nghiém trong cua hoi chimg cai
thube & tré so sinh phu thude vao loai thube duge sir dung, thoi
gian sir dung, lidu lugng cho me va téc 6 thai trir thude cia tré
sor sinh.

Tré em: Suy hé hip de doa tinh mang va tir vong da dugc bdo
cdo xay ra & tré em diing tramadol. Mét s6 truomg hop duge bdo
cdo xay ra sau khi ct/nao amidan; trong it nhat 1 truong hop, tré
em c6 bang chimg chuyén hoa rit nhanh cia tramadol do da hinh
CYP450 2D6. Tranh st dyng tramadol cho tré em tir 12 - 18 woi
6 céc yéu té nguy co khée c6 thé 1am ting nhay cam véi tac dung
{rc ché hd hép cia tramadol. Cac yéu t6 nguy co bao gdm cic tinh
trang lién quan dén giam thong khi, nhw sau phau thuat, ngung thé
tic ngh&n khi ngu, béo phi, bénh phdi niing, bénh than kinh co va
str dung déng thiri cic thude khic gay tre ché ho hap. Tir vong ciing
da xdy ra & teé bi me sau khi tiép xiic véi nng dg cao ctia morphin
vi céc ba me 1a nhimg ngudi chuyén héa cuce nhanh codein.

Cdc thdn trong khac:

Ngimg/cai thudc dot ngot: Viéc ngimg thude dot ngt & nhimg
ngudi phu thude vao opioid c6 lién quan dén cac triéu chimg cai
thube nghiém trong, dau khéng kiém soat, ¢d ging tim cc opioid
khic (ké ca bit hop phap) va tu sat. Ngimg thubc dan dé giam thiéu
nguy co bi hdi chimg cai thudc, xem xét cic yéu td lién quan nhu
lidu opioid hién tai, thoi gian sir dung, loai dau va cac yéu t thé
cht va tim ly. Theo ddi kiém soat con dau, cic triéu chimg ngimg
thube, thay ddi thm trang, ¥ dinh tu tir, sir dung cac chat khéc. Sir
dung ddng thoi thube giam dau chi van/ddi khang hon hop (nhu
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pentazocin, nalbuphin, butorphanol) hoge thuée gidm dau chi vin
mt phan (nhu buprenorphin) cling c6 thé 1am xuat hign cc trigu
chimg cai nghién va/hode gidm hi¢u qua gidm dau & nhimg ngudi
sau khi dicu trj kéo dai véi thudc chii van p opioid.

Lam dung/diing nham/chuyén thube: Bénh nhan sir dung va nhimg
ngudi sir dung khc c6 nguy co nghién, ding nhim va lam dyng
¢6 kh néing dan dén qua liéu va tir vong. Danh gi4 rii ro cia timg
b¢nh nhén truGe khi ké don; theo ddi tat ca bénh nhan thudng
xuyén ve xuat hién cac hanh vi.hoac tinh trang nay. Than trong khi
sir dung cho nhimg ngudi co tien sir lam dyung ma tiy hoic nghién
rugu cdp tinh, c6 kha nang phy thudc vao thudc. Cic yéu té nguy
co khac lién quan dén tang nguy co bao gdm tién sir c4 nhan hoic
gia dinh V& rdi loan sir dung chit kich thich hogc bénh tam thin
(nhur trﬁm c?m nang). Cz"m nhic ké don naloxon & nhitng ngudi
¢b che yéu to lién quan dén ting nguy co qud lidu, nhur tién sir qué
fiéu hogc r6i loan sir dung chat gay nghién, lidu opioid cao hon
(twrong duong = 50 mg morphin uﬁng/ngéy) va sir dung déng thar
voi benzodiazepin,

Thoi ky mang thai

Tramad(:}l di qua nhau thai. Ding tramadol trong théi ky mang thai
& mot s0 truomg hop da giy con dong kinh, hoi chimg cai thube &
tré so sinh, thai luru va tré chét khi sinh ra. Chi dung tramadol trong
thiri ky mang thai néu loi fch 16n hon nguy co déi véi thai. Khéng
ding tramadol trude va trong khi dé.

Thoi ky cho con bi

Tramadol chi tiét khoang 0,1% vao sira me. Tuy nhién, do tré em
rét nhay cam v&i thu6e nay nén khéng duge cho con bi trong thoi
gian dung thudc.

Téc dyng khéng mong mudn (ADR)

Tramadol c6 thé gdy cac tic dung dién hinh cua thubc c6 tinh chét
gidng thube phidn nhu suy hd hap va tio bén.

Thuwong gap ) ’
TKTW: dau ddu, nga ga, mat ngu, tinh trang kich déng, lo ling,
lanh dam, rét run, ki 1An, suy giam phéi hop dong tac, giai thé nhén
cich, trim cam, khoan khodi, sot, giam cam gidc, nga lim, dau, bén
chon, khé chiu, mét moi, chéng mat.

Tim mach: do bimg, ha huyét ap tu thé, dau ngyc, ting huyét 4p,
phil ngoai bién, gidn mach. P

Da: ngira, viém da, ban.

Hé hép: viém phé quan, sung huyét (mii, xoang), ho, khé tho,
viém miii hong, viém hong, viém miii, s6 mili, viém xoang, hit hoi,
dau hong, nhiém khudn dudng hd hap trén.

Tiéu héa: tio bén, budn nén, non, kho tiéu, tiéu chay, khé miéng,
chan #n, ting ngon miéng, giam cin, déy hoi.

Néi tiét va chuyén hoa: ting glucose huyét, triéu chimg méan kinh.
Sinh duc - tiét nidu: dau chiu héng, rbi loan tuyén tié:} liét, bat
thudmg vé nurde tidu, nhiém khudn duong tiét niéu, di tieu thuong
xuyén, bi tiéu tién.

Thén kinh co va xuong: yéu co, dau khop, dau lung, téng creatin
phosphokinase, dau co, ting truong lyc, di cidm, run.

Miit: nhin mé, co dbng t. _

Khéc: toat mé hoi, hoi chimg giong cam, hi chimg cai thudc, rét run.
Irgap

Thén kinh: dé bi kich thich, mat tri nhd, loan chirc néng nhin thirc,
khé tap trung, mét dinh hudng, gifc mo bét thuomg, do giac, nhirc
nira d4u, an thin, con dong kinh, réi loan gidc ngi, khuynh huéng
twr sét. o

Tim mach: phit mach, nhip tim chim, dién tam fl(‘) bat Ehuérng, phu,
giam huyét 4p, thiéu mau cuc bd co tim, ha huyét ap the dimg, dér:h
tréng ngye, thiéu mau cyc bo ngoai bién, nghén mach phoi, ngat,
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nhip tim nhanh,

Da: hoai tir biéu bi, may day, myn nudc.

Ha hép: co thit phé quan, viém phdi, phi phoi.

Tiéu hda: viém rugt thira, khé nudt, viém da day rudt, chay méau da
day rudt, viem miéng, roi loan vj gidc.

Sinh duc - tiét niéu: ting nito uré huyét, ting creatinin huyét thanh,
khé tiéu tién, tiéu tién ra mau, giam tinh duc, rdi loan kinh nguyét,
protein niéu.

Thén kinh co va xurong: bénh gut, cimg do, co cimg co, co gidt co.
Mién dich: phan (mg di (mg, phan (mg phan v&, qua man.

Huyét hoc: thiéu méu, giam hemoglobin, gidm tiéu ciu.

Gan, mat: ting/giam ALT, AST, viém tii mét, bénh soi mat, viém
gan, tding enzym gan, suy gan.

Tai, mét: duc thiy tinh thé, réi loan thi giac, nhiém khuan tai,
U tai, diéc.

Khic: toat mo hoi dém, hoi chirg serotonin, 1o loan 161 n61, hoi
chimg Stevens-Johnson, déng di bat thudng, viém mé té bao, viém
tii thira, viém tuy.

Héi chimg cai thubc c6 thé gom lo ling, tiéu chay, do gidc, budn
nén, dau, dung long, rét run, toat mé héi, run. Cac triéu chimg cai
thude it gip c6 thé gdm lo du nghiém trong, con hoéng sg, hojc
di cam.

Liéu lwgng va cach ding

Céch dimg: Tramadol hydroclorid dugce ding udng, tiém tinh
mach. Thudc ciing c6 thé ding tiém bap hoic truyén tinh mach.
Dang thudc giai phong kéo dai phai nuét nguyén ca vién. Sy giai
phéng va hip thu nhanh tramadol tir céc vién thuoe giai phong kéo
dai bi v& hodc nhai din dén qua lidu co thé gay tir vong.

Liéu lugng

Uébng:

Vién nén: Nguoi > 17 toi c6 dau man tinh vira va nang khong
cén tac dung giam dau nhanh c6 thé lic diu ding vién nén thuémg
tramadol hydroclorid véi ché do diéu chinh liéu. Dung liéu ban
déu 25 mg mdi ngay vao budi séng, ting lidu véi mirc ting 25 mg
(liéu uéng riéng ré), cach 3 ngay ting mot lan, toi lidu mdi lan
25 mg, ngay 4 lan. Sau d6, c6 thé tang liéu hang ngay, néu dung
nap duoc, véi mirc ting 50 mg, cach 3 ngay ting mot lan, téi liéu
mdi ldn 50 mg x 4 lan/ngay. Sau khi diéu chinh lidu, c6 thé ding
liéu 50 - 100 mg, cach 4 - 6 gio mét lin. Liéu udng mdi ngay khong
vugt qua 400 mg,.

Neudni > 17 tudi cin tac duffy giam dau nhanh, va loi ich ciia tac dung
giam dau nhanh 1én hon nguy co phai ngimg thude do ADR xay ra khi
diing lidu ban diu cao, c6 thé ding liéu mi lan 50 - 100 mg, cich4- 6
gir mét 1an. Lidu udng khong vurgt qua 400 mg mdi ngay.

Vién nén héa tan: Ngudi 1ém va tré em = 12 tudi:

Pau cdp tinh: Liéu khéi dau thuong la 100 mg. Sau dé ¢ thé ding
liéu 50 hoac 100 mg mdi 4 - 6 gitr va thiri gian diéu trj phai phit hop
voi nhu cdu 1am sang.

Pau man tinh: Khai dau 50 mg, sau d6 diéu chinh theo mirc dé
dau. Néu can phai diéu tri tiép nén danh gia dinh ky bénh nhin
khi da ¢6 cac tridu chimg cai nghién va phu thudc thubc. Téi da
400 mg/ngay.

Vién nang: Liéu tbi da cho cac trudng hop 1a 400 mg/ngay.

Pau cap tinh: Liéu khoi déu 50 - 100 mg, tiy theo mirc d§ dau. Sau
d6 ¢d thé dung liéu 50 - 100 mg mi 4 - 6 gidy, thoi gian diéu trj phai
phii hop véi nhu cdu 1am sang.

Pau man tinh: Liéu khoi diu 50 mg va sau dé diéu chinh theo mire
d6 dau, c6 thé dung 50 - 100 mg mdi 4 - 6 gio. Néu cin phai diéu
tri ti€p nén danh gid dinh k¥ bénh nhan khi di cé cic triéu chimg
cai nghién va phu thudc thude.

Vién nén giai phong kéo dai: Ngudi lom va tré em > 12 tudi:
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Liéu khoi déu nu‘mg thuomg 1a 50 - 100 mg x 2 ]m,ngay abrig budi

sdng va budi ti. Néu khong du giam dau, c6 thé ding dén 150 mg
hodc 200 mg x 2 lnnfngﬁy Téi da khong qua 400 mg/ngay.

Vién nang giai phong kéo dai: Ngum lén \ré tré em > 12 tudi va
ndng > 25 kg: 100 - 200 mg x 2 lan/ngay, uong budi sdng va budi
tbi. Ludn luén phai sir dung liéu giam dau thip nhét c6 hiéu qua.
Toi da khong qua 400 mg/ngay. Khoang théi gian giira cac lan
ding lidu lhuoc t6i thiéu 1a 8 2idr.

Dung dmh uong: Khoi diu voi 25 mg/ngay va ting lan dua lidu
25 mg moi 3 ngay mot lin dé dat 100 mg/ngay (25 mg x 4 lan/
ngdy). Sau dé, tong liéu hang ngay ¢4 thé duoc tang lén 50 mg mdi
3 ngay néu dung nap dé dat 200 mg/ngay (S0 mg x 4 lan/ngdy). Sau
khi chinh liéu, c6 thé dung 50 - 100 mg, mdi 4 dén 6 gis dé giam
dau khi can thiét, khong vuot qui 400 mg/ngay.

Diing ngeai duong tiéu héa:

Ca thé dung liéu méi 1an 50 - 100 mg, cach 4 - 6 gid mot lan, tiém
bap hofc tiém tinh mach chdm trong 2 - 3 phit, hogc truyén tinh
mach. Dé diéu trj dau sau phiu thut, liéu ban dau 14 100 mg, tiép
sau do 12 50 mg, cich 10 - 20 phat mét 1in néu cin téi mot tong liéu
ti da (bao gdm ca liéu ban ddu) 1a 250 mg trong gio diu tién. Sau
do, ding liéu mdi ldn 50 - 100 mg, mdi 4 - 6 gie mdt lan, 0i tong
liéu (61 da mdi ngay la 600 mg.

Ngudi cao téi (> 75 tuéi): Ding lidu tramadol hydroclorid ban
dAu & mirc thap cia liéu thuomg dung va tang khoang cch giita céc
liéu, liéu mdi ngay khong vuet qua 300 mg.

Nguedi suy thén va suy gan: Ngudi suy than > 17 tudi ¢6 thé dung
vién nén tramadol hydroclorid véi liéu méi lin 50 - 100 mg, mdi
12 gio mot lan, khéng qua 200 mg mdi ngay.

Ngudi suy gan > 17 tudi ¢ thé ding vién nén, dung dich uéng
tramadol hydroclorid véi liéu mdi 1an 50 mg, méi 12 gior mdt lén.
Khéng ding vién nén giai phong kéo dai cho nguoi suy thin ndng
hodc suy gan nang.

Tuong tic thude

Cic thubc chii van/déi khang vai morphin (buprenorphin,
nalbuphin, pentazocm) lam giam tdc dl,mz giam dau cta tramadol
do phong bé canh tranh cic thy thé, voi nguy co xdy ra héi
chimg cai thuéc. Rurgu lam tang tac dung an thin cta tramadol.
Benzodiazepin, barbiturat 1am ting nguy co suy giam ho hip cé
thé gay tir vong trong trwong hop qud liéu. C arbamazepm lam gidm
hoat tinh giam dau cua tramadol do lam giam ndng dé thudc trong
huyét thanh.

Nzuy co con dong kinh ting 1én néu dung tramadol véi cac thude
khic c6 kha nang lam giam ngudng gy con dong kinh. Tramadol
{rc ché sur tai hap thu noradrenalin, seratonin, 1am tang gidi phéng
serotonin, thude ¢6 thé tuong tic vdi cac thudc khac co tac dung
lam ting dén truyén thin kinh monoaminergic gdm lithi, thude
chdng trAm cam ba vong, triptan, thudc tre ché chon loc tai hdp
thu serotonin, do dé lam ting nguy co hoi chung scrotonin. Khong
diing tramadol cho ngudi dang dung thude tre ché MAO hoiic trong
vong 15 ngay sau khi ngimg thudc nay dé tranh nguy co héi ching
serotonin.

Su chuyen hoa cua tramadol dugce trung g:an b&i cac isoenzym
CYP2D6 va CYP3A4. Viéc dung céc thude trc ché dac hiéu céc
enzym nay c¢6 thé lam ting ndng dé tramadol va lam giam ndng
46 chit chuyén hoa c6 hoat tinh, nguy co con dong kinh hodc héi
chimg serotonin c6 thé ting Ién. Viéc dung ondansetron trudce phau
thujt lam giam hiéu luc gidm dau cua tramadol.

Tu‘o'ng ky,

Thuéc tiém tramadol hydroclorid twong ky voi cdc thube tidm
diazepam, diclofenac natri, flunitrazepam, glyceryl trinitrat,
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indomethacin, midazolam, piroxicam, phenylbutazon, acycloyiy

clindamycin néu tron |an vai nhau.
i
2?::?;:;; g:;rbu_u hién qua liéu trromg t nhur bicu hign cila cge
thube c6 tinh chat glong thude phi¢n khéc, vai ‘-:C héiu qua nghigp,
trong nhét 14 suy ho hap, ngu lim, nhugc ca, hon mé, con dong
kinh, nhip im cham, ha huyét 4p, ngimg tim V?l: tr vong, Cic big,
hién khéc ghm co dbng tir, non, da lanh nhap nhap, truy tim mich,
suy giam nhdn thirc, hon mé va co gidt.
Xar fri- Khi diéu trj qua liéu tramadol, su quan tam déu tién 13 By
tri thong khi diy du cung vi diéu tri ho tr?rI cl;lun% (20m cho the
oxygen vi chothuac ting huyel ap theo chi dinh & lam sing), .
du mot thude d6i khang Vol che pham ¢6 thude phién nhu naloxon
¢6 thé dao ngugc duoc mot ¢6 biéu hién cua qua liéy tramado|
(nhing khong phai {4t ca), nguy co con dong kinh ciing tang lgn
aloxon. )
;{:;:giefn‘iszf EGP quéd lidu bing dudmg uong, chi nén ding (py),
hoat hodic nra da day trong yong 2 gié sau khi ubng tramadol, Cg

thé hiru ich néu diing sau 2 gior khi qua liéu mot iugng dac biét g

hodc cc dang gidi phong kéo dél s s 3
Thim tich méu it c6 hi¢u qua doi v6i qud licu tramadol vi Phuong

phap nay chi loai bo duge 7% liéu tramadol di ding trong thei gian
thém tach 4 gio.

Cdp nhat ln cudi: 2021.

TRASTUZUMAB

Tén chung quéc té: Trastuzumab.
Ma ATC: LO1XCO3.

Loai thude: Khang thé don dong chong ung thu.
Dang thubc va ham lwrgng.
Bét ding dé pha dich truyen: Lo don liéu 150 mg v lo da lidy
440 mg bot dong Lho. Houn nguyén bang nurde cat pha tiém, dung
dich sau khi ho 1 nguyén chira trastuzumab & nong d6 21 mg/ml,
roi tinh lidu (theo ml) va pha véo dich truyén.

Duyge lre hoe

Trastuzumab 1a khang 1he don dong tii t& hcrp, gan dic hiéu vio
protein thu thé 2 cua yeu td tang trmmg biéu bi ngudi (human
epidermal growth factor receptor 2, viét tat la HER2). Thu thé
HER2 hién dién trén bé mit cua tat ca cac té bao, bao gom ca té
bao co tim. Trastuzumab, khi gén dac hiéu vao HER2, tham gia
vao tirong tac thy thé - thu thé nén ¢d vai tré diéu hoa sy biét héa,
su tang truong, su ting sinh. Tac dung ddc cua trastuzumab xay
ra & té bao cd HER biéu hién qua mirc ma it anh hrrong dén té bio
binh thuong.

Trastuzumab 1a mot thube chéng ung thu vi, e ché sy tang sinh
cac té bao u c6 HER2 biéu hién qua mirc. HER2 la mét tién gen
ung thur (pro-oncogene), con goi la thu thé tyrosin kinase xuyén
mang 185-kDa (185-kDa transmembrane tyrosine kinase receptor)
hoic HER2 c¢6 ban chét 1a protein, con ¢6 ky hiéu la HER2/neu.
HER2 biéu hién qua miec s& £0p vao qua trinh tao thanh ung thu.
Khi gen ung thu HER2 bi khuéch dai (ciing 1a khi protein cia
HER2 ¢6 biéu hién qua mirc) s xay ra ung thu vii so phit ¢é hach
hoac khdng co hach.

Viée xic dinh biéu hién cia HER2 (bt buge phai lam trude
khi diéu tri bang trastuzumab) duoc tién hanh & cac phong xét
nghi¢m chuyén khoa bing phuong phap héa md mién dich
(immunohistochemistry) do truc tiép biéu hién cua protein HER?
neu, phuong phip lai huynh quang tai chd (fluorescente in situ
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