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Huéne din sir dung thube

Rx  SOLINA TABLETS

(Vién nén Diazepam 5 mg)

. Thubc nay chi ding theo don thudc

Déxa tim tay tré em
Doc ky hudng dan si dung trwde khi dimg
Néu ciin thém théng tin xin tham khdo y kién bdic st

THANH PHAN CONG THUC THUOC

Moi vién nén chua:

Thanh phén hoat chdt: Diazepam 5 mg

Thanh phd'n td duwoe: Lactose, starch, colloidal anhydrous silica, dibasic calcium phosphate,
sodium starch glycollate, colour tartrazine, magnesium stearate.

DANG BAO CHE

Vién nén

M ta dang bao ché: Vién nén khang bao hinh trdn, mau vang, phing, mot mét ¢ vach beé va
mot mit khic chit “CENTAUR”.

CHI PINH

Ngudi l6n

1) Giam lo ling trong thoi gian ngén (2-4 tudn) di véi chimg lo 4u trdm trong, cam gidc bat
luc hogic dau khé khong thé chiu duge, xéy ra don 1é hofic két hop véi chimg mét ngii hogic
bénh than kinh ngén han, r6i loan than kinh.

2) Bai ndo.

3) Co thit co.

4) La thube hd trg cho mjt sd loai dong kinh (vi du nhu rung giat co).

5) Piéu trj triéu chimg cai rugu cip tinh.

6) Thudc udng dé chuin bi dung thudc té trong nha khoa cho bénh nhén cang thing.

7) Tién mé trude khi phiu thuat.

Tré em

1) Kiém so4t cang thing va khé chiu trong chimg bai nio co cimg & mét sd trudng hop.

2) H3 trg dé kiém sodt co thit co trong bénh ubn van.

3) Tién mé trude khi phiu thuat (xem myc Cinh bio va thin trong khi ding thudc).

LIEU DUNG, CACH DUNG

Liéu dung

Nén sir dung liéu thap nhat c6 hiéu qua; ché do lidu diing khong duge vuet qua 4 tuén va nén
giam dén licu dicu tri. Nhimg bénh nhan da dung thude benzodiazepine trong mdt thoi gian dai
c6 thé phai kéo dai thai gian giam liéu. Khéng khuyén cdo sir dung thudc nay trong thoi gian
dai.
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Ngweoi lon;

Trang thai lo au, rdi loan 4m anh cudng ché va cdc rdi loan tdm thin khac: 5-30 mg mdi ngay
chia lam nhidu 1an.

Mat ngi lién quan dén lo ling: 5-15 mg trude khi ngu.

Bai néio: 5-60 mg m3i ngay chia lam nhiéu lan.

Co ctimg than kinh vén ddng trén: 5-60 mg mdi ngay chia [am nhiéu lan.

Co thét co do céc nguyén nhén khéc nhau, viém xo, thoai hoa dét sdng c6: 5-15 mg mdi ngay
chia lam nhiéu lan.

H3 tror diéu trj mot s6 loai dong kinh: 2-60 mg mdi ngay chia lam nhiéu Ian.

Cai rugu: 5-20 mg, l3p lai néu cin sau 2-4 gio.

Thude ubng dé chudn bj dung thudc té trong nha khoa cho bénh nhan cang thing: ubng 5 mg
vao dém trude, 5 mg khi thirc day va 5 mg hai gi¢ trude khi giip bac st nha khoa.

Tién mé trude khi phiu thuat: 5-20 mg.

Tré em:

Khuyén cdo str dung vién nén Diazepam cho tré em véi liéu phit hop dudi 5 mg.

Tré em bai nio co citng v&i ton thuong ndo t6i thiéu: 5-40 mg mdi ngay chia lam nhiéu lan,
Tién mé trude khi phiu thuat (xem myc Cank bdo va thin trong khi ding thudc): 2-10 mg
Ngiroi gia va bénh nhdn suy nhupe:

Liéu ding bing mét nira lidu khuyén cdo & trén.

Bénh nhdn suy thdn va suy gan:

Viée sir dung Diazepam o ngudi suy gan co thé din dén hén mé, do d6 nén giam lidu hodc xem
xét mét loai thude thay thé. O ngudi suy than ning, nén giam lidu.

Ciéch ding: Ding uéng.

CHONG CHI PINH
Chéng chi dinh sir dung Diazepam cho céc bénh nhan:

* Qué man vGi Diazepam, céc benzodlazepm hofic v6i bat k¥ t4 duge ndo ciia thude duge liét
ké & muc Thanh phin cong thire thube.

» Trang thai sg hai hodic am anh; ri loan tim thin man tinh, chiing tang déng (phan tng nghich
1y ¢6 thé xay ra).

» Suy phdi cdp; suy ho hdp, suy hd hap cép hoic man nang (tinh trang bénh cé thé trim trong
hon).

* Bénh nhugc co (tinh trang bénh ¢6 thé trdm trong hon).

» Ngung tho khi ngu (tinh trang bénh cé thé trdm trong hon).

» Suy gan néng (thdi gian ban thai cia diazepam c6 thé kéo dai).
» R6i loan chuyén héa porphyrtin cép.

* Khéng sir dung don doc dé diéu tri trdm cam hodc lo du két hop v6i trdm cam vi c6 thé din
@n ty sét & nhitng bénh nhén nay.

* Dy dinh mang thai (xem muc Cdnh bdo vi thin trong khi ding thuédc).

* Mang thai (trir khi ¢6 Ly do thuyét phuc - xem muc Si# dung thudc cho phu nit mang thai vi
cho con bii).
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CANH BAO VA THAN TRONG KHI DUNG THUOC

* Nén trénh sur dung ddng thoi diazepam véi rugu va‘hodc thuée tre ché thén kinh trung vong.
Viée stir dung dong thoi nhu vay 6 kha ning lam téng tic dung lim sang cua diazepam, c6 thé
bao gdm an thin siu, lién quan dén ho hip va/hodc tim mach trén 1am sang.

» Tram cam (xem muc Tiwong tic, twong ky ciia thudc).

« Théi gian diéu tri - Thoi gian diéu trj cang ngén céng tét luy thuge vao chi dinh. Bénh nhén
phai duge ddnh gid sau khoang thoi g };lal'l khéng qua 4 tudn va thudmg xuyén sau d6 dé danh gla
nhu céu tiép tuc diéu tri, dc biét néu bénh nhan dd hét tridu chimg. Thong thudng, viée dicu
tri khong duge kéo dai qua 8-12 tudn, bao gdm ca qué trinh giam Ifgé‘:u Bénh nhan khéng duge
tuy tlep tuc ding thudc sau khoang thoi gian nay néu chua duge danh gid lai tinh trang b¢nh.
Bic st nén thang bao cho bénh nhan khi bét déu diéu tri ring thoi gian diéu tri s& c6 gidi han
va nén glal thich chinh xéc cach giam liéu liéu nhu thé nao. Hon nira, diéu quan trong la benh
nhén nén nhén thic duge kha nang tai phat triu chu‘ng bénh, do do nén giam thiéu lo ling vé
cée triéu ching nhu vy néu ching xay ra sau khi ngimg s dung diazepam. C6 nhimg bﬁnE,
Chll'l‘lg cho théy, trong trudmg hop cac thudc benzodiazepin c6 thdi glan tac dung ngdn, c6 thé
c6 triéu ching cai thuée trong khoang lidu dung, dic biét khi dung liéu cao.

« Khi sir dung cac thude benzodiazepin ¢6 thoi gian tac dung dai, diéu quan trong la phm canh
bdo khong nén chuyén sang dung thude benzodiazepin cé thoi gian tac dung ngin, vi triéu
chiing cai thudc c6 thé xay ra.

« Lé thudc va cai thuoc - Céc trigu chimg cai thudc xay ra véi cdc benzodiazepin sau liéu diéu
tri thong thuong trong thoi gian ngan.

Str dung diazepam c6 thé din dén phu thude thuéc vé thé chit va tam ly. Nguy co phy thuqc
ting theo liéu luong va thoi gian diéu tri, & nhimg bénh nhén ¢6 tién sir nghién rugu bia va chat

kich thich hodc & nhimg bénh nhan c6 ri loan nhén céch rd rét. Viéc theo dai thuong xuyén &
nhitng bénh nhn nay 1a cn thiét, trdnh ké don 1a@p lai va nén giam liéu diéu tri dan dén.

Khi ¢6 1& thude thude, viée cham diit dleu tri dgt ngdt s& kem theo céc triéu chimg cai nghién
(xem muc Tdc dyng khong mong muén). Chiing cé thé bao gbm dau déu dau co, lo ling tot
dg, cang thang, bén chnn 16 13n va cdu kinh. Trong trudng hop nghtem trong, cdc triéu chu‘ng
sau c6 thé xay ra: mal nhan thire, mét nhén céch, tang thinh lyc, té va ngira ran tit chi, qua man
cam voi 4nh sang, tiéng on va tiép xtic co thé, 4o gide hodc co gidt dong kinh.

Mét ngu va lo lang tai phat: 1a hdi chimg thodng qua | khi céc tri¢u chimg dan dén viée didu tri
bing dlazepam 6 thé tai phat nang hon khi ngimg diéu tri, N6 ¢ thé di kém véi cdc phan (mg
khac bao gom lhay ddi tam trang, lo ldng hodc réi loan gidc ngi va bén chdn. Vi nguy co xay
ra hién tuong cai thude 16n hon sau khi ngimg diéu trj d6t ngdt, nén giam liéu tir tir.

Do viéc ngimg sir dung benzodiazepin dot ngt cé thé dan dén co gidt, nén dic biét can thin &
nhiing bénh nhan bi dong kinh, nhitng bénh nhan khac da c tién st co giat hodc nghién rugu
hodc 18 thude thude.

* Kha nang chiu dung - Gi6i han chiu dung & nhirng bénh nhﬁn rbi loan nhin thic than kinh
(dac bigt 1a xo cling dong mach) hodc suy tim-ho hdp ¢6 thé rit rong; phai cén than trong viée
diéu chinh liéu lugng v&i nhitng bénh nhan nhu vdy.

Mot s0 trudmg hop c6 thé mét tac dung gy ngii clia diazepam sau khi str dung 1dp lai trong vai
tudn.

« Nén tranh udng rugu trong khi diéu tri voi diazepam (irc ché than kinh trung uong cfng hop).
* Chimg mét tri - diazepam c6 thé gy ra chimg hay quén thuén chidu. Tinh trang nay xay ra
thudmg xuyén nhét la vai gié sau khi ding thube va do do, dé g:am nguy co, bénh nhin nén

dam bao ring ho s& ¢6 thé ngu lién tuc tir 7-8 gid sau khi udng thuée. Chimg quén thuén chidu
¢6 thé xay ra khi diing lidu khuyén co diéu tri, nguy co ting lén khi ting liéu.
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* Trong nhitng trudng hop mét ngudi than, diéu chinh tim 1y ¢6 thé bi @c ché boi cac
benzodiazepin.

* Nén sir dung thén trong Diazepam cho nhiing bénh nhéan cé tién sir lam dung rugu bia hoic
chat kich thich vi nhitng bénh nhin ndy dé c6 khuynh huéng I¢ thudc thude.

= Ha albumin huyét cé thé khién bénh nhén c6 ty 1¢ méc cdc tac dung phu an than cao hon.

* Cén hét sirc than trong khi ké don Diazepam cho bénh nhén rdi loan nhan céch.

* Khéng nén diing benzodiazepin cho bénh nhan suy gan néng vi chiing ¢6 thé gdy ra bénh nio,
O nhiing bénh nhan bj bénh gan man tinh, cé thé can phai giam liéu luong.

* D6 nhay cua ndo ting lén khi suy thdn ning; do d6 nén sir dung lidu thap hon.

* Nén tranh diing thudc ngu & ngudi gla, nhung ngudi ¢6 nguy co tré nén mat diéu hda, 14 13n,
dé bj nga va bi thucmg _Tuy nhién, néu can diéu trj trén 1dm sang, thi nén bt du diéu tri véi
liéu thép hon liéu khuyén céo cho ngudi lon.

* Cén than trong khi sir dung diazepam gan thoi diém phiu thut o tré em, vi cdc tic dung va
thdi gian dédp &ng c6 thé khong dang tin cdy va c6 thé xay ra cdc tdc dung nghich 1y.

» Riii ro khi sir dung déng thei véi opioid:

Sir dung ddng thoi Diazepam va opioid ¢6 thé din dén an than, tic ché hd hip, hon mé va tir
vong. Do dé, chi k& don ddng thdi céc loai thude giam dau nhu benzodiazepine hodc cic thude
lién quan nhu Diazepam vdi opioid cho nhitng bénh nhén khong thé lya chon liéu phép diéu tri
thay thé. Néu quyét dinh ké don Diazepam dong thoi v6i opioid, nén sir dung liéu thdp nhét c6
higu qué va thoi gian diéu trj cang ngén cang tot.

Bénh nhan can dugc theo doi chit ché cdc ddu hidu va tri¢u chimg cta suy ho hap vi an thén.
Béc sT nén bao trude cho bénh nhin va ngudi than dé biét vé céc triéu chiing nay.

Phan itng tdm than va 'nghich Iy’

= Céc phan trng nghich ly nhu bdn chdn, kich dong, khé chiu, hung hang, hoang tuong, ndi con
thinh ng, ac mgng, 4o gidc, r6i loan tdm thin, hanh vi khdng phii hop va cdc tac dung phu khdc
vé hanh vi dugc biét 1a xay ra khi sir dung thudc benzodiazepine. Néu didu nay xay ra, nén
ngimg sit dung thude. Chiing 6 nhiéu kha ndng xay ra O tre em va nguoi gia.

Nhi khoa

Benzodiazepines khong nén ding cho tré em khi chua dénh gid cén than v& sur cén thiét; thi
gian diéu trj phai duoc gitr & mic tm thiéu. Chua xdc dinh duoc tinh an toan va hiéu qua cua
diazepam & bénh nhi dudi 6 thang tudi.

« Bénh nhan cao tudi va suy nhuoc nén duoc giam lidu. Do tl]uéc ¢6 tac dung gidin co, din dén
nguy co té ngd va hau qua la giy xuong chiu & ngudi cao tudi.

» Liéu thap hon ciing duoc khuyén nghi cho bénh nhan suy hé hip man do nguy co (e ché hd
hip.

* Nén tudn tha cdc bién phap phung ngira thong thuomg khi diéu tri bénh nhan suy than. O
nguoi suy than, thoi gian bdn thai cua diazepam khéong thay doi ddng ké v& mat 1am sang va
thuémg khéng cén diéu chinh lidu.

» Benzodiazepine khong dugc khuyén cao dé diéu tri chinh bénh rdi loan thin kinh.

. Benzodl&zepme khéng nén dugc sir dung mot minh dé diéu trj trdm cam hodc lo 4u lién quan
dén trim cam (c6 thé dan dén tr sét & nhing bénh nhan nay).

* Nhitng ngudri c6 kha nang ty sét khong nén dung luong 16n diazepam do nguy co qua lidu.

Bénh nhén ¢6 céc van @& di truyén hiém gdp vé khong dung nap galactosc, thiéu hyt lactase
toan phan hoic kém hip thu glucose-galactose khéng nén dung thudc nay.
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San phim cé chita colour tartrazine, c6 thé gy cac phan ting di img.

Thudc nay ¢6 chira dudi | mmol (23 mg) natri trong mdi vién, vé co ban dugc xem nhu *khéng
chira natri’.

SU DUNG THUOC CHO PHU NU MANG THAI VA CHO CON BU

Mang thai

Tinh an toan cta Diazepam trong thai ky ¢ Ilng'O"l chua duge thiét 1ap. N6 khéng nén duoge sir
dung trong ba thang diu va ba thang cudi cua thai ky. C6 thé ¢6 mét sy gia tang 2 nho nguy co
di tat bim sinh, dac biét la st mdi khi sir dung benzodiazepine trong ba thing dau nhung mbi
twong quan chua duge xac dinh,

Néu ké don Diazepam cho phu nir c6 kha nang mang thai, bac sT nén canh bdo cho bénh nhan
vé viéc ngimg str dung Diazepam néu c6 dinh mang thai hofic nghi ngd da mang thai.

Néu cé Iy do phai ding Diazepam trong thai ky, san phim duoc st dung trong giai dogn cudi
ctia thai ky hodc trong khi chuyén da véi lidu lugng cao, gﬁv anh huong dén tré so sinh, ching
han nhu ha than nhi€t, giam truong lyc (“Hoi chimg bé yéu 6t™), nhip tim khéng déu, kém bu
me va suy hd hip vira, c6 thé 1a do tic dung duge Iy cia Diazepam.

Ngoai ra, tre so sinh dugc sinh ra tir nhitng ba me ding bcnzodlazepme thuong xuyén trong
g|a1 doan cudi thai ky ¢6 thé phu thude thudc vé thé chit va mot s nguy co cd céc triéu chimg
cai thudc trong giai dogn sau khi sinh.

Cho con b

Benzodiazepine dugc tim thy trong sira me. Cac béo cdo da chirng minh sira: ty 1& nong do
trong huyét twong thay doi tir 0,2 dén 2,7. Do d6 ¢ nguy co tich liiy thude o tré dang bi me.
Cic ba me dang cho con bii khdng nén diing benzodiazepine.

Kha ning sinh sdn

Céc nghién ciru trén dong vit cho thiy ty I¢ mang thai giam va giam s6 con sdng s6t & chudt &
liéu cao. Chua c6 dir li¢u trén ngudi.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
An thin, chimg hay quén va suy giam chirc ning co ¢6 thé anh hudng xau dén kha ning ldi xe
hodic str dung may méc. Néu ngit khong di gide, ¢6 kha niing giam tinh tao.

Suy giam chirc ndng va an thin c6 thé xay ra vao sang hém sau va trong vai ngay sau do.
Bénh nhin nén duoc canh béo ring cdc tac dung trén hé thin kinh trung wong c6 thé kéo dai
dén ngay sau khi dung thudc ngay ca sau mot liu duy nhét.

Thube nay ¢6 thé 1am suy giam chirc ning nhén thic va 6 thé anh hudng dén kha nang 14i xe
an toan cua bénh nhéin,

TUONG TAC, TUONG KY CUA THUOC

Khong khuyén cdo

Rirou

Diazepam khéng nén ding chung véi rugu (chat tic ché than kinh trung vong lam ting téc dung
an than: giam kha niing lai xe / van hanh may méc).

Natri oxybate

Tréanh sir dung dong thoi (ting tac dung cua natri oxybate).

Thudc tie ché HIV-protease
Tranh dung dong thoi (ting nguy co an than kéo dai) - xem zidovudine bén dudi.
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Cién nhic

Tuwong tdc dwge e hoc

Néu diazepam duoc sir dung véi céc thudc téc dung thén kinh khéc, phai xem xét cin thin duoc
Iy clia cic thudc dugc sir dung, diic biét 1a véi cde hop chit ¢6 thé ting tac dung boi tic dung
ctia diazepam, vi du thude an than, thude giam lo Au, thude ngu, thude chong trAm cam , thudc
chéng co giat, thuéc khdng histamine an than, thude chéng loan thin, thude giy mé toan than
va thudc giam dau giy mé. Viée st dung ddng thdi nhur vy c6 thé [am tang tac dung giam dau
va gay suy giam chiic nang ho hép va tim mach. Sir dung dong thoi thude giam dau gy mé cé
thé din dén phu thue tdm 1y do ting cudng tic dung hung phén.

Thudc chong dong kinh

Céc nghién ciru dugc dong hoc vé tuong tac tiém 4n gitia diazepam va thude chdng dong kinh
di dua ra két qua trai nguoe nhau. Ca trAm cam va ting néng do thudc, ciing nhu khong thay
d6i, da duot bdo cdo.

Dung dong théi véi Phenobarbital c6 thé din dén tac dung phuy lén thin kinh trung wong. Ting
nguy co an than va tic ché hd hip. Phenobarbital 1a chit cam img CYP3A4 va lam ting chuyén
héa diazepam & gan, lam giam tac dung cua dlazepam

Cén lvu y dic biét trong vi¢c diéu chinh liéu trong giai doan dau diéu tri.

Céc tée dung phu ¢ thé ro rang hon vai hydantoin hogc barbiturat.

Diazepam di dugc bio cdo 1a d3 lam thay thé vi tri gin két v6i protein bai natri valproate (tang
ndng do trong huyét thanh: ting nguy co budn ngu).

Thuée giam dau gdy nghién

Tang cudng hung phén c6 thé din dén tam 1y phu thude nhiéu hon.

Cdc loai thuéc khdc tang cuomg tic dung giam dau ciia dmzepam

Cisapride, lofexidine, nabilone, disulfiram va thudc gidn co - baclofen, tizanidine,
suxamethonium va tubocurarin.

Thude opioid

Sir dung déng thoi céc thude an thin nhu benzodiazepin hoic cac thude lién quan nhu
Diazepam vi UPIOId lam ting nguy co an than, tic ché hd hdp, hon mé va tir vong vi tic dung
cdng hop tic ché than kinh trung wong. Nén han ché lidu luong va thoi gian sir dung dong thoi.

Cde chdt anh hecng dén cdc enzym gan (déc biét la cytochrom P450)

» Cac chét trc ché (vi du cimetidine: isoniazid: erythromycin: omeprazole: esomeprazole) lam
giam do thanh thai vé c6 thé lam ting tic dung cia céc benzodiazepine.

Itraconazloe, ketoconazole, va & mire d thap hon la fluconazole va vorlconazole 14 nhiing chét
trc ché manh cytochrome P450 isoenzyme CYP3A4 va ¢6 thé 1am tang ndng do bemodmpme
trong huyet twong. Téc dung cua benzodiapine c6 thé ting lén va kéo dai khi sir dung ddng
thoi. C6 thé phai giam liéu benzodiazepine.

Rifamycins (rifampicin) )

Rifampicin la mdt chit cam img manh ctia CYP3A4 va vé co ban 1am ting chuyén hoa va thanh
thai Diazepam & gan. Trﬂng mot nghién ciu véi cc ddi tuong khoe manh duoc ding 600 mg
hogc 1,2 g rifampicin moi ngay trong 7 ngdy, d6 thanh thai ciia Diazepam dé téng Ién khoang
bon lan Diing dong thdi vai ri famp1c1n lam tang nong do diazepam vé co ban. Giam tdc dung
cta diazepam. Nén trénh st dung ddng thai nfamplcm va Diazepam.

Thuée ha huyét dp, thuoe gidn mach & thuée lpi tiéu:

Tang cudng téc dung ha huyét ap véi thude trc ché men chuyen angiotensin, thudc chen alpha,
thude déi khang thu thé angiotensin-II, thudc chen kénh canxi. thudc chen adrenerglc neurone,
thuoc chen beta, mommdme, nitrat, hydralazine, minoxidil, natri nitroprusside va thude loi
tiéu. Tang cudng téc dung giam dau véi thube chen alpha hodic moxonidine.

Dopaminergics
C6 thé co doi khang vdi tdc dung cua levodopa.

Thuéc khéng axit )
Sir dung dong thoi ¢ thé lam cham sy hdp thu cua Diazepam

6/12



https://trungtamthuoc.com/

Thudc khang vi-ril (atazanavir, ritonavir, delavirdine, efavirenz, indinavir, nelfinavir,
saquinavir)

Thudc khang vi-riit ¢6 thé (ic ché con dm‘mg chuyén héa CYP3A4 dbi voi diazepam. Ting
nguy co an thin va itc ché hd hip. Do dé, nén tranh sir dung ddng thoi.

Tang dé thanh thai zidovudine do diazepam.

Ubng thude trinh thai

Uc ché chuyen héa oxy hoa cua Diazepam. Ting tic dung cua Diazepam.

Str dung ddng thoi Diazepam va thudc tranh tha1 gdy chay méau dot ngdt. Co ché ciia phan (mg
ndy van chua dugc biét 3. Chua c6 bao cio vé viéc chay méu dot ngdt gdy anh huong dén hiéu
qua tranh thai.

Mot co ché duge d& xudt 1a lién két canh tranh cua theophylline véi céc thu thé adenosine trong
ndo. Phan hdi céc tac dung duogc luc hoc ctia Diazepam, vi du giam tic dung an thin va tim
than vin dong.

Caffeine

Sir dung dong thoi ¢6 thé lam giam tic dung giam dau va giai lo du clia Diazepam.

Nudre cam/bieai

Gay (e ché CYP3A4 c6 thé lam tc’mg nong do Diazepam trong huyét tuong (tang cudng an
thén va hay quén) Cmax tang 1,5 1an va AUC tang 3,2 l4n. Co thé tang tac dung cta Dlazepam
Tuong téc ndy co thé ¢6 it ¥ nghia ¢ nhitng ngudi khde manh, nhung khong 16 liéu cde yéu to
khac nhu wdi gia hodc xo gan cb lam ting nguy co tic dung phy khi sir dung ddng thoi hay
khong.

Clozapine

Co ché; tac dung duge lLl'L hoc higp dong.

Téc dung: Ha huyét 4 ap tram trong, irc ché hé hap, bét tinh va c6 thé gay ngung thd va / hodc
ngimg tim. Do dé, viéc sir dung dong thoi khéng duge khuyén khich va nén trinh.

Tuong tde diege dong hoc

Diazepam chu yéu duge chuyén héa thanh cdc chét chuyén héa cé hoat tinh duge Iy 1a N-
desmethyldiazepam, temazepam va oxazepam. Chuyén héa oxy héa ciia Diazepam qua trung
gian cac isoenzyme CYP3A4 va CYP2C19. Oxazepam va temazepam tlep tuc duoc lién hop
voi axit glucuronic. Céc chét trc ché CYP3A4 va / hodc CYP2C19 cé thé lam ting nong dé ciia
Diazepam trong khi céc thudc cam (mg enzym nhu nfa.mplcm hypericum perforatum va mot
s6 thude chéng dong kinh c6 thé 1am giam déng ké ndng d6 Diazepam trong huyét trong.
Carbamazepine

Carbama?epme 14 m&t chat cam img CYP3A4 va lam tang chuyen héa Diazepam & gan. Didu
ndy din dén dj thanh thai trong huyét twong cao hon gép ba lén va thoi gian ban thai cua
Diazepam ngén hon. Giam tic dung ctia Diazepam.

Phenytoin

Phenytoin 14 chat cam iing CYP3A4 va lam ting chuyén hoa Diazepam & gan. Gidm téc dung

cua Diazepam.
Diazepam c6 thé lam tang, giam hogc khong d6i chuyén hoa cua phenytoin mot cach khong

th& dodn tru6e. Tang hodc giam ndng do phenytoin trong huyét thanh. Nén theo ddi chit ché
ndng do phenytoin khi tiép tuc hodic ngimg sir dung Diazepam.

Azoles (fluconazole, itraconazole, ketoconazole, voriconazole)

Tang nong do benzodiazepin trong huyét tuong, do tic ché con dudng chuyén héa CYP3A4 va
/ hodc CYP2C19.

Fluconazole: Ding ddng thdi véi 400  mg fluconazole vao ngay dau tién va 200 mg vao ngay
thir hai lam tang AUC ctia mdt litu ubng Diazepam 5 mg duy nhat 1én 2,5 lan va kéo dai thoi
gian ban thai tir 31 gir &n 73 gio.

Voriconazole: Mot nghién ciru véi nhimg ngudi khée manh cho thdy ding 400 mg
voriconazole, 2 lan/ngdy vao ngay dau tién va 200 mg, 2 lan/ngay vao ngay thir hai lam téng

712



https://trungtamthuoc.com/

AUC clia mot liéu ubng Diazepam 5 mg gip 2,2 ldn va kéo dai thoi gian béan théi tir 31 gior dén
61 gio.

Lam tang nguy co téc dung khong mong muén va doc tinh ciia benzodiazepine. Nén trénh sir
dung déng thdi hodc giam liéu diazepam.

Fluvoxamine

Fluvoxamine trc ché ca CYP3A4 va CYP2C19, din dén tc ché chuyén hoa oxy héa cia
Diazepam. Str dung dong thoi voi fluvoxamine Iilm ting thoi glan ban thai va ting khoang
190% nong d¢ trong huyct tuong (AUC) cua Diazepam. Budn ngu, giam hiéu suit tam than
van dong va tri nhé. Tét hon la nén st dung céc thude benzodiazepin duge chuyén héa qua con
dudng khong oxy héa.

Corricosteroid

Str dung corticosteroid liu dai ¢6 thé lam ting chuyén hoa cua Diazepam do cam tmg
cytochrom P450 isoenzyme CYP3A4, hodc cia céc enzym chiu trach nhiém glucuronid héa.
Lam giam tdc dung cua Diazepam.

Cimetidine

Cimetidin trc ché chuyén héa & gan ctia Diazepam, lam giam d6 thanh thai va kéo dai thoi gmn
ban thai. Trong mét nghlen ctru v6i 300 mg cimetidine dugc ding 4 lan/ngay trong 2 tudn,
ndng do két hop trong huyét tuong clia Diazepam va chét chuyen hoda ¢6 hoat tinh cta no,
dcsmcthyldm;repam dd tang lén 57%. nhung thoi gian phan tng va céc két qué xét nghiém
khéc van khong bi anh hudong. Cimetidine lam ting tdc dung cia Diazepam va tang nguy co
budn ngu. Cé thé cin giam liéu Diazepam.

Omeprazole

Omeprazole tre ché con duéng chuyén hoa CYPZC 19 déi voi Diazepam. Omeprazole kéo dai
thoi gian ban thai clia Diazepam va lam tang néng do trong huyét tuong (AUC) ciia Diazepam
khoang 30% - 120%. Téc dung duoc quan sit & sy chuyén héa CYP2C19 nhung khéng & nguai
chuyén hoa chdm, v6i d§ thanh thai thép clia Diazepam. Omeprazole lam ting tac dung cia
Diazepam, c6 thé can giam liéu Diazepam.

Esomeprazole

Esomeprazole tre ché con dudmg chuyén héa CYP2C19 déi V(J‘l Diazepam. Sur dung ddng thoi
véi ezomeprazole dan dén kéo dai thoi gian béan thai va ting nong do trong huyét tuong (AUC)
cuia Diazepam khoang 80%. Esomeprazole lam ting tic dung ciia diazepam, c6 thé can giam
liéu Diazepam.

Isoniazid

Isoniazid Grc ché con du‘c’ng chuyén héa CYP2C19 va CYP3A4 cua Diazepam. Diing ddng thoi
v6i 90 mg isoniazid, 2 1dn/ngay trong 3 ngay lam kéo dai thoi gian béan thai va tang 35% ndng
d3 trong huyét tvong (AUC) cuia Diazepam. Isoniazid 1am tang tac dung cua diazepam.

Itraconazole

Lam ting ndng d Diazepam trong huyét trong do (e ché con dudng chuyén héa CYP3A4.
Trong mét nghién ciru voi dbi tugng khoe manh dugc ding 200 mg itraconazole mdi ngay
trong 4 ngay da lam ting AUC cua mét lidu Diazepam 5 mg udng duy nhat lén khoang 15%,
nerng khdng c6 twong tac ¢6 ¥ nghia ldm sang ndo duge x4c dinh béng céc thir nghiém hiéu
sudt thin kinh vin dong. Itraconazole ¢6 thé tang tic dung ctia Diazepam.

Fluoxetine

Fluoxetine Hc ché su chuyén hoéa cua D!a?epam qua CYP2C19 va céc con dudng khic, dan
dén tang ndng dé trong huyet tuong va giam do thanh thai clia Diazepam, tang tac dung cua
Diazepam. Viéc sir dung dong thoi nén duoc theo doi chit ché.

Disulfiram

Giam chuyén héa ctia Diazepam din dén kéo dai thei gian bén (hai va ting nong do trong huyét
twong cua Diazepam. Qud trinh dao thai céc chit chuyén héa N- -desmethyl cia diazepam bi
chim lai, ¢6 thé lam tang téc dung giam dau rd rét. Tang nguy co iic ché than kinh trung wong
nhu ding thude an than.
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Cisapride :
Tang toc do hap thu ciia Diazepam. Tang tam thoi tic dung giam dau cta Diazepam duong

uong.

Levodopa

Sir dung déng thoi voi Diazepam lam giam tac dung cua levodopa trong mot s6 it trudng hop
bio cao.

Ketamine

Do qud trinh oxy héa twong tu, Diazepam iic ché canh tranh chuyén héa ketamin. Dung trudc

véi Diazepam dan dén kéo dai thoi gian ban huy cua ketamine véi tdc dung tang cudng. Do
d6, tang an than.

Twong ky

Chura cé thong tin.

TAC DUNG KHONG MONG MUON

Budn ngu, mét cam xic, giam tinh tao, 1t 1an, mét moi, nhic ddu, chong mit, yéu co, mat diéu hoa
hoéic song thi chti yéu xay ra khi bat dau diéu tri nhung thudng bién méit & céc lidu sau d6. O nhiing
bénh nhin cao tudi c6 thé o tinh trang la I’iin khi dung liéu cao. Tdng nguy co té ngd va giy xuong
lién quan & bénh nhan cao tudi st dung thudc benzodiazepine.

Ting tiét nude bot va dich phé quan di duge béo cdo, dic biét 1a & tré em.

Chimng quén thuan chidu c6 thé xay ra khi sir dung liéu luong didu tri, nguy co ting 1én & lidu lugng
cao hon. Viéc hay quén do ding thudc c6 thé lién quan dén hanh vi khong phi hop.

Phu thudc thude

Sir dung ldu dai (ngay ca & lidu diéu tri) c6 thé din dén phu thude thuéc vé thé chit va tam ly: viée
ngimg diéu tri c6 thé dan den hign tugng cai thuoc hodc phuc hdi. Lam dung benzodiazepine da duogc
bio céo.

Céc thuit ngir sau day da duoc sir dung dé phan loai sy xuft hién ciia cac tic dung khdng mong mudn.
Rét thudng giip (= 1/10)

Thudng gip (= 1/100 dén < 1/10)

it gap (= 1/1.000 dén < 1/100)

Hiém giip (= 1/10.000 dén < 1/1.000)

Rét hiém gip (< 1/10.000)

Chua biét (khong thé uée tinh tir dir lidu 6 sin)

H¢ co quan ‘Tin suit Tic dung khong mong mudn
R&i loan hé méu va bach huyét Hiém gip Loan tao mau
Rit hiém gip Giam bach cdu N
R loan hé mién dich Rét hiém gap 'Sbc phan vé
Ri loan tam thin Thuong gip L lin
'= Hiém gap ~|Cc phan ting tam thn va nghich Iy nhu kich

i thich, bdn chon, kich dong, cdu kinh, hung
hang, 4o twong, thinh ng, 4o gi4c, roi loan im
than, mét tri nhé, 4 mong, hanh vi khong phu
hop va céc tac dong hanh vi bét lgi khac.* |
Mt cam xtic, giam sy tinh tdo va trdm cam ® |

Réi loan h__é_ti_lﬁn kinh __ Rét thuomg gip Bubn ngl ‘
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“Thudng gip Mt diéu hoa, suy giam kha nang vin déng,
i run.
ft gap Ching quén thudn chiéu®
Kho t@p trung, roi loan thang bang, chong
mit, nhirc dau, noi lap.
i Hiém gap Bit tinh, mat ngu, loan cdn ngdn.
'Réi loan mat Chura biét R&i loan thi luc cé hdi phuc: nhin mé, song :
_ thi, gidt nhin cau. ,‘
R&i loan tim Hiém gap Nhip tim cham, suy tim bao gbm ca ngimg ,
T tim.
Réi loan mach IHiém gip Ha huyét dp, ngat -
R("::i loan hé hap, nguc va trung |it gap Suy hé hép
|that Hiém gap Ngirng thé, ting tiét dich phé quan
Chura biét Ngung tho N _
R6i loan tiéu hoa it gap ;Buén non, ndn, tao bon, tiéu chay), ting tiét
nudc bot - ’
Hiém gip Kho mi¢ng, tang cam gidc thém an.
R&i loan gan méat Hiém gip Vang da, thay doi céc chi s6 gan (ting ALT,
| AST, phosphatase ki€m)
Réiloandavamo dudida  |it gip Phan (g di (g (ngtra, cham, phat ban)
RGi loan co xuong va md lién |[t gap Bénh nhuge co
ket _
Réi loan thén va tiét niéu Hiém gip Bi tiéu, tiéu tién khong tir chu -
Réi loan nguc va co quan sinh |Hiém giip  |vawe nam, bt lyrc, ting hodc giam ham
san - muén tinh duc
Réi loan chung va tai chd Thudng gap Mgt moi, céc trigu chimg cai thuée (lo léng,
{hodng s, ddnh trong ngue, d6 mo hai, run, roi
loan tiéu héa, khé chiu, hung hang, rdi loan
nhin thirc cam gide, co that co, tinh trang khé
chju chung, chén én, r6i loan tim than hoang
. tuong, mé sang va céc con dong kinh) ¢
i Chua biét S6c phan vé
Xét nghiém Rét hiém gip Tang transaminases y

4 Xay ra k]li sir dung benzodiazepine hodc cdc chét tuong ty nhu benzodiazepine. Nhirng phan tmg
nay c6 thé kha nghiém trong. Chiing c6 nhiéu kha nang xay ra & tré em va nguoi gia. Nén ngimg
ding Diazepam néu céc triéu chimg nhw vay xay ra.

b Bénh trdm cam c6 tir trude cb thé duoc boce 16 trong qué trinh st dung benzodiazepine.

©C6 thé xay ra khi sir dyng lidu diéu tri, nguy co tang 1én & liéu cao hon. Chiing hay quén cé thé lién
quan dén hanh vi khong phit hop.

dKha néing xay ra va mirc do nghiém trong cua cdc tridu chimg cai thube phu thudc vao thoi gian
diéu tri, lidu dung va mirc do phu thude.

Théng bio ngay cho béc s hodic duwgc si nhitng phin ng c6 hai gip phii khi sit dung thude.
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QUA LIEU VA CACH XU TRi

Dic trung
Cac triéu chu‘ng clia qua liéu Diazepam chu yéu 1a tang cudmg tic dung diéu tri (mét didu hoa, budn

ngu, loan cin ngdn, an than, yeu co, ngu say, ha huyét ép nhip tim chdm, rung giat nhan cau) hodc
kich thich nghich ly. Trong hau hét cic trucng hop, chi cin quan sat céc dau hiéu song

Qua liéu nang c6 thé din dén hén mé, mat phan xa, irc ché tim-ho hap va ngirng tha, can c6 cac bién
phap ho trg thich hop (thdng khi, hé trg tim mach). Tdc dung trc ché ho hip clia benzodiazepine
nghiém trong hon & nhiing bénh nhan bi bénh tdc nghén duong thd man tinh ning. Céc anh hudng
nghiém trong khi ding qua liéu cling bao gdm tiéu co vén va ha than nhiét.

Céch xir tri

Duy tri dudng thé théng thodng va thong gié day du.

Cin nhic sir dung than hoat tinh (50g cho ngudi 16m, 1g/kg cho tré em) ¢ ngudi I6n da ding hon
100mg hodc tré em da ding hon Img/kg trong vong mét gid, voi didu kién bénh nhin khong qua
budn ngu.

Theo ddi mire do y thirc, nhip hé hip, do ndng dd oxy trong mach va huyét 4p & nhimg bénh nhan cé
tricu chirng.

Xem xét phan tich khi miu dong mach ¢ nhimg bénh nhén b giam mirc do y thirc (GCS < 8; AVPU
thang P hodc U) hogc giam nong dd oxy bio hoa trong mach.

Diéu chinh ha huyét 4 ap bang cich ning cao chén giuong va dung dich truyén thich hop. Ha huyét ap
duoe cho la chil yéu do giam suc can hé mach, cac thude co hoat tinh alpha -adrenergic nhu
noradrenaline hodc dopamine liéu cao (10-30 microgam/kg/phiit) ¢6 thé c6 lgi. Liu cta inotrope nén
duoc chuén do theo huyét ap.

Néu tinh trang tut huyét 4p nghiém trong van xay ra dii da p dung céc bién phap trén, thi can phai
theo doi dp luc tinh mach trung tam.

Céc bién phap hd trg duoc chi dinh tiy theo tinh trang 1dm sang ctia bénh nhan.

Benzodiazepine khong duoc loai bo dang ké bang thdm phan.

Flumazenil, mét chét dbi khédng benzodiazepine, khong duge khuyén ding trong xét nghiém chén
doan thirdng quy & nhitng bénh nhan giam mirc d6 y thirc. D6i khi n6 ¢d thé duge sir dung nhu mot
bién phap thay thé cho théng kh1 o tré em chua quen v&i benzodiazepin, hodc ¢ bénh nhin COPD dé
tranh phai thong khi. Khong can thiét ding trong cée trudng hop ngd doe dé dao nguge hoan toan tic
dung ctia benzodlazepme F iumazeml ¢6 thoi gian bén hay ngan (khoang mét gio) va trong trudng
hgp nay, ¢6 thé can phai truyen dich. Chéng chi dinh diing flumazenil khi bénh nhén di uong nhiéu
logi thude, dic biét 1a sau khi uéng ddng thai benzodiazepine v thude Chlmf, trAm cam ba vong hodc
bit k¥ loai thude nao khéc giy co giat. Diéu nay la do benzodiazepine c6 thé 1tc ché céc con co giat
do thude thir hai gdy ra; flumazenil khéng benzodiazepine c6 the lam cho tinh trang dong kinh ning
rat khé kiém soét.

Chéng chi dinh sir dung flumazenil ké ca d6i voi céc trigu chimg goi ¥ udng thube chéng trdm cam
ba vong gom QRS rong hoidc dong tir 16m. Chong chi dinh diing cho bénh nhén sau nglmg tim.
Flumazenil nén dugc sir dung than trong cho nhimg bénh nhan cé tién st dong kinh, chén thuong dau
hoidic str dung benzodiazepine lau dai.

D6i khi c6 thé cin mdy thé nhung nhin chung rét it vén dé gdp phai, méc di tré ¢6 thé c6 nhimg thay
ddi vé hanh vi.

Néu bi kich thich, khong nén sir dung barbiturat.

Anh huong cia qué liéu nghiém trong hon khi diing chung vdi céc chat tac dung Ién hé than kinh
trung wong, dac biét 1a rugu, va néu khong c6 cdc bién phap hd trg, c6 thé gay tr vong.

DUQC LUCHQC
Nhém duoe 1y: Dan xuét Benzodiazepine, md ATC: NO5B A01
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szepa.m la mét loai thuéc an thin thude nhém benzodiazepine ¢é dc tinh chéng co gidt, giam dau,

gidn co va lam mét trf nhé.

Bcnmdrazepme Lhang han nhu diazepam, lién két véi cac thu thé & cac viing khac nhau ciia ndo va
tiry song. Sw lién két nay lam tang tic dung (rc ché ciia axit gamma-aminobutyric (GABA). Cac chic
néng cua GABAs bao gom sur tham gia cua thin kinh trung wong trong viéc khdi tao giac ngu. Ciing
tham gia vao viée kiém sodt gidc ngl, tri nhé, lo ling, dong kinh va kich thich thin kinh.

DUGC PONG HQC

Hap thu

Diazepam dugc hip thu dé d@mg val hoan toan qua dudng tiéu héa. Dat ndng d¢ dinh trong huyét trong
khoang 30- 90 phat sau khi ubng, ndng do &n dinh trong huyét tuong dat dl.n,m sau 5-6 ngdy va lién
quan truc tiép dn liéu ding,

Phén b

Diazepam vuot qua hang rio mau ndo va tan nhiéu trong lipid, diéu nay lam cho téc dung ban dau
giam nhanh chong vi né dugc phan bd lai trong cde mé md va ma. Diazepam lién két nhiéu voi
protein huyét tuong (98-99%). Diazepam va cic chit chuyén héa ciia né ciing di vao sira me va di
qua nhau thai mét c4ch ty do, diéu nay c6 thé din dén tich lity thudc & tré so sinh hoic thai nhi.

Chuyén héa

Diazepam duoc chuyén héa chi yéu ¢ gan va, ngoai desmethy]d:acham, cac chét chuyén héa co
hoat tinh ctia né bao g-i‘)m oxazepam va temazepam. Diazepam c0 thoi gian ban thai hai pha v6i pha
phén bé nhanh ban dau, sau d6 la pha thai trir cudi kéo dai trong 1 hodc 2 ngay; Téc dung ctia nd con
kéo dai hon nira do théri gian bén thai thim chi dai hon tir 2-5 ngay ctia chit chuyén héa ¢6 hoat tinh
chinh, desmethyldlacham (nordiazepam), ty I¢ twong d6i ctia chét nay tang trong co thé khi sir dung
lau dai. Thoi gian ban thai trong huyét twong ciia Diazepam kéo dai & tré so sinh, ngudi gia va bénh
nhan bj bénh thin hodc gan.

Thai trir

Diazepam duge bai tiét qua nude tiéu, chii yéu dudi dang cac chit chuyén héa cua no, ca & dang tu
do hodc dang lién hop.

QUY CACH PONG GO1

Hop 10 vi x 10 vién

DPIEU KIEN BAO QUAN

Bao quan & nhiét do duai 30°C

HAN DUNG ,

36 thang ké tir ngay san xuat

TIEU CHUAN CHAT LUQNG: BP

TEN, PIA CHi CUA CO SO SAN XUAT

CENTAUR PHARMACEUTICALS PVT. LTD.
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