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TO HUOGNG DAN SU DUNG THUOC
Vién nang citng DITANAVIC FORT
(Thudc ban theo don)

DITANAVIC FORT - Vién nang cirng:

¢ Cong thire (cho mét vién):

« PAIBCBIAMION wsnnavmiieamsisrss i 325 mg
- Tramadol HCl .......cccccoevrvvevvirrcnrrcrnnnens 37,5 mg
- Taduoc............. vira @l ..cceeeecreeeneeenen, 1 vién

(Tinh bot sin, magnesi stearat, bot talc)
¢ Tac dung dwgc ly:
Ciac dic tinh dwge lwe hoc:

- Paracetamol:

/60‘1 M.s
™

4 N

+ Paracetamol (acetammophen hay N-acetyl-p-aminophenol) la chét chuyen héa c6 hoat
tinh ctia phenacetin, 1a thuc giam dau-ha sbt hitu hiéu c6 thé thay thé aspirin, tuy vy
khac véi aspirin, paracetamol khong c¢é hiéu qua trong diéu tr1 viém. Véi liéu ngang
nhau tinh theo gam, paracetamol ¢6 tac dung giam dau va ha sbt tuong tu nhu aspirin.

+ Paracetamol 1am giam than nhiét ngudi bi s6t nhung hiém khi lam giam than nhiét
ngudi binh thuong. Thude tic dong 1én ving dudi doi, gy ha nhiét, téa nhiét, ting gidn
mach va ting luu lvgng méau ngoai bién.

+ Paracetamol véi lidu diéu tri, it tic dong dén tim va ho hép, khong lam thay ddi cén
bang acid-base, khong gy kich tmg, xuéc, chiy mau da day nhu salicylat vi
paracetamol khong téc dung l1én cyclooxygenase toan than, chi téc dung lén
cyclooxygenasefprostaglanclm ctia than kinh trung wong. Paracetamol khong tic dung
trén tiéu cau hogc thoi gian chay mau.

+ Khi dung qua liéu paracetamol, mot chét chuyén héa la n-acetyl-benzoquinonimin gy
doc nang cho gan. Liéu binh thuong Paracetamol dung nap t6t khong c6 nhiéu tac dung
phu nhu aspirin. Tuy vy qua lidu cap tinh (10 g) gdy tén thuong gan c6 thé din dén
chét nguoi.

- Tramadol hydroclorid

+ Tramadol 1a thudc giam dau téng hop loai opioid ¢6 tic dung giam dau theo co ché
trung wong va c6 thé gdy nghién nhu morphin. Thudc va chat chuyén hoéa O-
desmethyltramadol (M1) ciia tramadol gén vao thu thé p ctia noron than kinh va lam
giam su tai nhap norepinephrin va serotonin vao té bao nén c6 tac dung giam dau. Chéit
chuyén héa M 1 ¢6 &i luc véi thy thé u cao gap 200 14n va tac dung giam dau cao gip 6
lan tramadol.

+ Téc dung glam dau xuét hién sau khi dung thudc 1 gidr va dat tac dung t6i da sau 2-3
gi0. Khéc v6i morphin, tramadol khong gdy giai phong histamin, khong anh hudéng dén
tan sb tim va chirc nang thit trai va & lidu diéu tri tramadol wrc ché hd hip thép hon
morphin.

Cic dic tinh dwoc dong hoc:

- Paracetamol:

+ Hép, thu nhanh chéng va hau nhu hoan toan qua dudng tiéu hoa. ‘Néng do dinh trong
huyét tuong dat trong vong 30 phit dén 60 phut sau khi uéng véi liéu diéu tri.
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+ Phén bd: Paracetamol phan bd nhanh va dong déu trong phén 16n cic md cua co thé.
Khoang 25% paracetamol trong mau két hgp véi protein huyét tuong.

+ Thai trir: Nira doi huyet tuong cua paracetamol 1a 1,25-3 gid, c6 thé kéo dai voi lidu gay
ddc hodc ngudi c6 ton thuong gan.

+ Sau lidu diéu tri c6 thé tim thdy 90-100% thubc trong nuéce tiéu ngay thi nhét, chu yéu
sau khi lién hop trong gan véi acid glucuronic (60%), acid sulfuric (35%) hodc cystein
(3%) ciing phat hién thay mot luong nho nhitng chat chuyen héa hydroxyl-héa va khir
acetyl. Tré nho it ¢6 kha niing glucuro lién hop véi thude hon so véi ngudi 16n.

+ Paracetamol bi N-hydroxyl héa bdi cytochrom Pys d tao nén N-acetyl-
benzoquinonimin, mdt chat trung gian c6 tinh phan tmg cao. Chét chuyén héa nay binh
thudng phan (g v6i cac nhém sulthydryl trong glutathion va nhu vay bi mét hoat tinh.
Tuy nhién néu uong liu cao paracetamol, cht chuyén héa nay dugc tao thanh véi
lugng di 1am can kiét glutathion cta gan, trong tinh trang d6, phan tng cta n6 véi
nhom sulfhydryl cta protein gan tang 1én, c6 thé dan dén hoai tir gan.

- Tramadol hydroclorid

+ Tramadol hép thu tot qua duong tiéu héa nhung cé sy chuyén héa lin dau qua gan
manh nén sinh kha dung tuyét doi ctia thude chi dat 75%. Thoi gian dat nong do t01 da
trong méu khéc nhau giita tramadol va chat chuyén héa. Tramadol c6 ndng d§ t6i da
trong mau sau khi str dung 2 gio, con san pham chuyen héa M1 1a 3 gi¢. Thirc &n it anh
huong dén su hap thu thu6c. Trong mau thube gén vao protein khoang 20% va dugc
phan bd trong tit ca cic co quan véi thé tich phan bd khoang 2,7 lit/kg.

+ Trong co thé tramadol bj chuyén hoa théng qua phan tmg N va O khir methyl dudi sy
Xuc tac cua 2 isoenzym CYP3A4 va CYP2D6. Duéi sy xtic téc cua CYP2D6, tramadol
chuyén héa thanh M1 con tac dung giam dau, do véy khi diang kém véi mot sb chét c¢6
kha nﬁng gdy cam Ung isoenzym nay s€ lam thay d6i tac dung cua tramadol. Hoat tinh
clia isoenzym CYP2D6 c6 tinh di truyén. Ti 1& c¢6 hoat tinh enzym yéu chiém khoang
7%. Ngoai su chuyén héa qua pha I tramadol va chét chuyén hoéa con bi chuyén hoa qua
pha II thong qua phan ung lién hop véi acid glucuronic hodc acid sulfuric.

+ Thudc dugce thai trir chu yéu qua than (90%) va 10% qua phan, dudi dang chua chuyén
hoa chiém ti 1¢ 30% va da chuyén héa 1a 60%. Thubc di qua nhau thai va sita me. Nira
doi thai trir ctia tramadol 12 6,3 gid con cua M1 1a 7.4 gio.

+ Duogc dong hoc cua tramadol thay dbi it theo tudi. O ngudi trén 75 tudi, nira ifin thai
trir ting nhe. O ngudi suy than, d§ thanh thai cua tramadol giam song song véi do
thanh thai creatinin: Nira doi khoang 12 gio. O ngudi suy gan, d6 thanh thai E;amadol
giam tuy theo mirc d9 néng cua suy gan.

Chi dinh:

- Lam giam cdc triéu chimg dau nhic tir nhe dén vira, ¢6 hodc khong kém néng sot,
trong cic trudng hep: Nhire ddu, nhire ring, dau nhirc bip thit, dau bung kinh, dau
do chan thwong hodic phiu thuit, dau do viém khép.

'!

Li¢u dung, cich dung, dwong dung:
- Ngudi 16n va tré em trén 15 tudi: Mdi lan 1 - 2 vién, 2 - 3 lan trong ngdy (mdi lan céch
nhau it nhat 4 dén 6 git va khong qué 8 vién trong 1 ngay)
Chéng chi dinh:
- Qua mén cam véi paracetamol, tramadol hydroclorid hoic bit ky thanh ph?m nao cia thudc
- Nguoi thiéu hut glucose-6-phosphat dehydrogenase
- Suy chirc né‘mg gan, suy ho hép ning
- Ngb doc cap hodc dung qua lidu cac thudc wre ché than kinh trung uong nhu: ruou, thube
ngu, thude than kinh trung wong, céc opioid hodic cac thudce didu tri tdm than.
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- Nguoi dang diing thude trc ché MAO hoiic méi ding (ngimg thudc chua dén 15 ngay).
- Pong kinh chua kiém soét dwoc bang diéu tri.
- Nghién opioid.
- Tré em dudi 15 tudi.
- Phu nir ¢6 thai hodc dang cho con bu.
¢ Tic dung khong mong mudn:
- Paracetamol

+ Ban da va nhimg phan ing di img khac thinh thoang xay ra. Thudng la ban d6 hay may
day, nhung doi khi ndng hon c6 kem theo sét do thudc hay tén thuong niém mac. Trong
mot so it trudong hop neng le paracetamol di gdy giam bach cau trung tinh, giam tiéu
ciu va giam toan thé huyét cau.

+ It gap:
e Da: Ban
e Da day-rudt: budn ndn, nén

e Huyét hoc: Loan tao méu (giam bach cau trung tinh, giam toan thé huyét ciu, giam
bach cau), thi€u mau

e Than: Bénh than, dgc tinh than khi lam dung dai ngay
e Hiém gip: Phan img qua mén.
- Tramadol hydroclorid
+ Thuong gap: A@
e Toan than: Kho chiu
¢ Tim mach: Giin mach (ha huyét 4p)

e Hg¢ than kinh: Lo ldng, bon chén, 1 14n, rdi loan phéi hop, sang khodi, cang thing
than kinh, r6i loan ngu.

e Hé tiéu héa: Non, budn non, dau bung, chan an, trudng bung, tdo bon
e Hg¢ co-xuong: Tang truong luc
e Da: Phat ban
e Co quan cam giac: R&i loan sy nhin
e Ha tiét niu-sinh duc: Triéu chimg tién méan kinh, dai dat, bi dai.
+ |t gap:
e Toan than: Cé thé xay ra tai nan, dj tmg, séc phan vé, c6 xu huéng nghién, giam can
e Tim mach: Ha huyét ap tu thé dung, ngat, tim dép nhanh

e Heé than kinh: Dang di bét thudng, mét tri nhd, rdi loan nhan thirc, trdm cam kho tép
trung, ao giac, di cam, co giat, run.

e HO hip: Kho thé
e Da: Hoi chung Stevens-Johnson, viém da bidu bi hoai tir nhiém doc, may day,
phong nude.
e Co quan cam giac: Loan vi giac
e Ha tiét niéu-sinh duc: Kho tiéu tién, rdi loan kinh nguyét
+ Hiém gap:

e C6 mdt sb tac dung mong mudn rét it gip va khong tim thiy c6 mbi lién quan dén
viéc sir dung tramadol.
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e Tim mach: R6i loan dién tim va huyét ap, nhdi mau co tim, ngoai tdm thu, phi phdi,
doi khi tang huyét ap.

e Hé than kinh: Con dau nira dAu, rdi loan giong ndi, hdi chimg serotonin gdm: sbt,
kich thich, rét run.

e Duodng tiéu hoa: Chay mau duong tiéu hda, viém gan, viém mi¢ng.

e Céc chi s6 xét nghiém: Tang creatinin, ting enzym gan, giam hemoglobin, protein
niéu.

e Co quan cam giac: Duc thuy tinh thé, diéc, 1 tai.

Théng bao cho bac si nhitng tic dung khéng mong mudn giip phai khi sir dung thudc.
¢ Twong tic véi cic thude:
- Paracetamol:

+ Uong dai ngay lidu cao paracetamol l1am ting nhe tac dung chéng dong cua coumarin va

din chét indandion. Tac dung nay c6 vé it hodc khong quan trong vé lam sang, nén
paracetamol dugc wa dung hon salicylat khi can giam dau nhe hodc ha sdt cho ngudi
bénh dang ding coumarin hodc dan chat indandion.

Ubng rugu qua nhiéu va dai ngay c6 thé lam ting nguy co paracetamol gdy doc cho
gan.

Thubc chong co giat (gom phenytoin, barbiturat, carbamazepin) gy cam ung enzym o
microsom thé gan, c6 thé 1am tang tinh doc hai gan cua paracetamol do tang chuyén héa
thu6c thanh nhitng chit doc hai voi gan. Ngoai ra, ding dong thoi isoniazid véi
paracetamol ciing c6 thé din dén ting nguy co ddc tinh v6i gan, nhung chua xéc dinh
duge co ché chinh xac cla tuong tic ndy. Nguy co paracetamol gdy ddc tinh gan gia
tang d4ng ké & ngudi bénh ubng liéu paracetamol 16n hon liéu khuyén dung trong khi
dang dung thudc chbng co git hodc isoniazid. “M

- Tramadol hydroclorid

Carbamazepin: 1am tang chuyén hoa tramadol, néu phéi hgp 2 thubc thi phai tang liéu
tramadol 1én gép 2 lan.

Quinidin: trc ché CYP2D6 lam giam su chuyén héa va ting tic dung cia tramadol
Fluoxetin, paroxetin, aminotriptylin lam giam chuyén hoéa tramadol, nguoc lai tramadol
tic ché sy tai nhép noradrenalin va serotonin. Do vay, khong dugc phdi hop trong diéu
tri.

Warfarin: Tramadol 1am kéo dai thoi gian prothrombin, khi ding phdi hop voi warfarin
can phai kiém tra thoi gian prothrombin thudng xuyén.

¢ Thén trong va cinh bdo diic biét khi sir dung thude:
- Paracetamol

+ Paracetamol tuong dbi khong doc véi lidu didu tr1 boi khi co nhung phan g da nhu
ban d4t sin ngira va may day, nhimg phan tmg man cam khéc bao gdm phu thanh quan
phu mach va nhu'ng phan Umng kiéu phan vé c6 thé it khi xay ra. Giam tiéu cau, giam
bach cdu va giam toan thé huyét cau da xay ra vGi viée sir dung nhiing dan chat p-
ammophenol ddc biét khi dung kéo dai voi lidu 16n. Giam bach cau trung tinh va ban
xut huyét giam tiéu cau da xay ra khi ding paracetamol. Hiém gap mét bach cdu hat &
ngudi bénh dung paracetamol.

Phai dung paracetamol than trong & ngudi bénh ¢ thxeu mau tr trude, vi chimg xanh
tim c6 thé khong biéu 1§ rd, mic du cd nhimg ndéng d6 cao nguy hiém cua
methemoglobin trong méau.

Ubng nhidu ruou c6 thé gay doc tinh véi gan cia paracetamol; nén tranh hodc han ché
udng rugu.
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+ Dung than trong véi ngudi bi suy gidm chirc ndng gan hoéc than.

+ Béc si cAn cinh bdo bé¢nh nhin vé cic diu hidu cia phan émg trén da nghiém
trong nhw hdi ching Steven-Jonhson (SJS), hoi chirng hoai tir da nhiém ddc
(TEN) hay hdi chimg Lyell, hgi chirng ngoai ban mun mi toan thin cdp tinh
(AGEP)

- Tramadol hydroclorid

+ Trong diéu tri 1au dai néu ngimg thuoc dot ngot co thé gay nén hdi chimg cai thude,
biéu hién: hot hoang, ra nhiéu mo6 hdi, mat nga, budn nén, run, ia chay, dyng 16ng.
Trong mét s6 truomg hop c6 thé xay ra a0 giéc, hoang tuong. Do vay, trong diéu tri nén
ding tramadol lidu thap nhét c6 tac dung, khong nén dung thudc thuong xuyén, dai

ngay va khong nén ngimg thudc dot ngdt ma phai giam dén lidu. A

+ O lidu diéu tri thudc c6 thé gay con co gidt, do vay phai hét stc than trong & ngumg?i
7

tién s dong kinh hodc ngudi bi mot sb bénh c6 nhidu nguy co gy co gidt hodc khi p
hop véi thude e ché MAO, thude chdng trAm cam loai 3 vong, thudc an than kinh

=

+ Mac du thudc khong gy giai phong histamin nhung trong mot s6 truomg hop khi di
~ thuéc 14n dau tién c6 thé gdy nén sdc phan vé nang, tuy nhién it gip tir vong. Nhimg

nguoi co tlen sir séc phan vé voi codein hoic cac opioid khéc khi ding tramadol d& co/
nguy co sdc phan vé. A 1k
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+ Ngudi c6 tién sir 18 ‘thude 0p101d neu ding tramadol s& gay 1& thudc thudc tré lai, do
vay khong dung thudc cho ngudi ¢ tién sir 1é thude opioid. \
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+ Truong hop can thiét phai phdi hop véi cac thuqc uc qhe than kinh trung wong thi phai
giam li€u tramadol. Méc du tramadol gdy e che hé hap kém morphin nhung khi dung
lieu cao hogc ket hop véi cac thuoe gdy meé, rugu s€ lam giam tang nguy co e che hé
hap.

+ Nhitng ngudi bénh c6 biéu hién ctia ting 4p luc so ndo hodc chén thuong ¥ing dau khi
dung tramadol can phai theo doi tinh trang thai tAm than can théan. (\ﬂ

-

L |

+ Ngudi c6 chirc ning gan, than giam can phai giam liéu tramadol.

+ Tramadol 1am giam su tinh tdo, do viy khong ding thudc khi l4i tau xe, van hanh may
moc va lam viéc trén cao.

o/ + Can than trong khi dung tramadol vi thudc c6 tiém ning gay nghién kiéu morphin.

Ngudi bénh thém thube, tim kiém thuoc va ting liéu do nhon thude. Tranh dung thude
kéo dai va dic biét cho ngudi c6 tién sir nghién opioid.

ny

¢ Tic dong cha thudc khi lii xe va vin hanh miy méc:

- Thén trong khi ding thudc vi thudc co thé gay budn ngu.
¢ Sir dung cho phu nir ¢6 thai va cho con bu:

- Khong sir dung dugc cho phu nitr ¢6 thai va cho con bu.
¢ Qua lidu va cdch xir tri:

- Paracetamol:

+ Triéu chimg: Nhiém doc paracetamol c6 thé do ding mét lidu doc duy nhat, hodc do
uong lap lai lidu 16m paracetamol, hodc do uong thudc dai ngay. Hoai tir gan phu thudc
liu 1a téc dung ddc cap tinh nghiém trong nhét do qua liéu va c6 thé gay tir vong.

Budn nén, ndn va dau bung thudng xay ra trong vong 2-3 gidr sau khi udng liéu doc cia
thu6c. Methemoglobin-méu, din dén chimg xanh tim da, niém mac va méng tay la mot
ddu hiéu dic trung nhiém doc cp tinh din chét p-aminophenol, mot lwong nhéd
sulfhemoglobin ciing c¢6 thé dugc san sinh. Tré em ¢6 khuynh huéng tao methemoglobin
d& hon ngudi 16m sau khi udng paracetamol.




h’gtps:{/trungtamthuoc.com/

Khi bi ngd ddc niing, ban du cé thé co kich thich hé than kinh trung wong, kich dong va
mé sang. Tiép theo c6 thé 1 trc ché hé than kinh trung uong, siing so, ha than nhiét, mét
14, tho nhanh, nng, mach nhanh, yeu khong déu, huyét ap thdp va suy tuan hoan. Truy
mach do giam oxy huyet tuong doi va do tac dung uc ché trung tam, tac dung nay chi
xay ra voi lidu rat 16n. Sbc c6 thé xay ra néu gifin mach nhiéu. Con co gi4t nghet thés giy
gt vong c6 thé xay ra. Thuong hon mé xay ra trude khi chét dot ngdt hogic sau vai ngay
hoén mé.

Déu hiéu 14m sang thuong ton gan tr¢ nén rd rét trong vong 2 dén 4 ngay sau khi udng
lidu doc. Aminotransferase huyeét tuong tang (d6i khi ting rat cao) va nong do bilirubin
trong huyét twong ciing c6 thé tang, thém nita khi thuong tén gan lan rong, thoi gian
prothrombin kéo dai. Suy than cap cling xay ra & mot s6 nguoi bénh. Sinh thiét gan phat
hién hoai tir trung tam tleu thy tr& viing quanh tinh mach cura. O nhitng truong hop
khéng tir vong, thuong tén gan phuc hdi sau nhiéu tuan hogc nhiéu thang.

+ Diéu tri: Li¢u phép giai doc chinh la ding nhimg hop chét sulfhydryl, c6 18 tac dong mot
phan do bd sung dy trir glutathion & gan. N-acetylcysteln c6 tac dung khi udng hodc
tiém tinh mach. Phai cho thudc ngay l4p tic néu chua dén 36 gio ké tir khi udng
paracetamol Diéu tri vm N-acetylcystein c6 hiéu qua hon khi cho thudc trong thoi gian
dudi 10 gio sau khi udng paracetamol.

Néu khéng c6 N-acetylcystein c6 thé dung methionin. 'Ngoai ra ¢c6 thé dung than hoat
vivhoic thubc thy mudi, ching c6 kha ning lam giam hép thy paracetamol.

- Tramadol hydroclorid W

+ Triéu ching: i c6 mot s6 truong hop qua lidu gay tir vong dugc thong béo véi liéu
dao dong tir 3-5 g. Liéu thap nhét gdy tir vong dugc thong bao c6 thé 1a tir 0,5 g dén lg
& 1 phu nir ngng 40 kg, nhung chi tiét khong duge thong bao. Nhung di c6 ngudi cb ¥
uong 3 g nhung chi non va khong dé lai di chimg. Hiu qua ning cta qua liéu 1a suy ho
hip va co git.

+ Xir tri: Tay theo mirc d§ qua heu ma c6 phuong phap xur tri khéc nhau. Trudc tién phai
duy tri tinh trang thong khi t6t, diéu tri tich cyc, chéng co giat bang thude ngi nhém
barbiturat hoédc dan xuat benzoadiazepm Néu ngd doc tramadol theo dudng udng co thé
cho ubng than hoat dé tang hap phy, giam hap thu tramadol, nhung 1¢i ich vé lam sang
chua duge nghién ciru. Hién nay chua c6 thude ddc hiu. Dung naloxon dé giai doc it
mang lai hiéu qua, trai lai lam tdng kha ning gy co giat. Bién phdp loc mdu sir dung
trong ngd ddc tramadol ciing khong c6 hi¢u qua.

¢ Trinh bay:
- Hop 10 vi x 10 vién nang cung
- Hop 5 vi x 10 vién nang cumg
- Hop 2 vi x 10 vién nang cing
¢ Han dung:
- 36 thang ké tir ngay san xuét.
¢ Bio quan:
- Noi kho mat, nhiét @6 dudi 30°C, tranh anh sang.
¢ Tiéu chudn: TCCS
PE XA TAM TAY CUA TRE EM
POC K¥Y HUGNG DAN SU DUNG TRUGC KHI DUNG
NEU CAN THEM THONG TIN XIN HOI Y KIEN CUA THAY THUOC
KHONG DUNG THUOC QUA HAN SU DUNG
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