B Diazepam VIDIPHA® 5

D& xa tm tay tré em
Boc ky hudng dfin s dyng trudc khi dung
ThuSe nay chi ding theo don thude

THANH PHAN CONG THUC THUGC: M8i vien nén chia:
+ Thanh phén hoat chat: D =
+ Thanh phén té duge: Tapioca starch, lactose monohydrate, talc, magnesium stearate,

n.,\‘ns BAO CHE: Vién nén tron mau tring, mot miit o6 khéc s6 5mg, mot mat cé kh&c chd DP, canh va thanh vién lanh 13n.

CHI DINH:

* Ngudt ion:

— Diéu trj trong thei gian ngdn (2 - 4 tuén) 481 vdi trudng hgp lo Au qua muc, anh hudng dén hoat 4dng va trang thai dau buén

:\ang n:. x3y ra don 1& hodc lign quan dén ching m&t ngl hoAc r6i loan tam thén ng&n han, bénh & cd quan hodc bénh

loan thén.

Bai nao.

Co thit co.

Thubc h3 tro trong mdt s8 truding hgp dong kinh (nhu rung git co).

H$ trg didu trj trong cai rugu c&p.

Thubc tién ma dudng ubng trong nha khoa.

Tién ma trudc phiu thuat.

Tréem:

Trong mdt s& trudng hop dugc st dung d€ kiém soat cang thing va kho chiu khi co cing do ligt ndo.

Chat h3 trg kiém soat co thit cd trong bénh uén van.

ThuSc mé dudng udng (xem myc Canh béo va than trong khi sif dyng).

CACH DUNG, LIEU DUNG:

+ Céch dung: Dung dudng udng.

« Liéudung:

- Diazepam la thuSc gidi lo 4u, n&n sif dyng & lidu thap nhit c6 hiéu qua; thdi gian diéu tri khdng dugc kéo dai qué 4 tulin va
nén ngimg thudc tif tit. Nhiing banh nhan da dung thubc benzodiazepin trong thdi gian dai thi thasi gian ngimg thubc cd thé
dai hon. Khdng khuyén khich sif dyng thudc 1au dai.

— Ngudi 16n:

+ Eang thai lo &u, r6i logn than kinh - am anh cudng ché va c4c réi loan tdm thén khac: 5 - 30mg mdi ngay chia lam nhibu
n.
+ M3t ngl do lo &u: 5 - 15mg trudc khi ngd.
+ Bai n3o: 5 - 60mg méi ngay chia 1am nhiéu lan.
+ Co ciing thin kinh v&n ddng trén: 5 - 60mg m3i ngay chia Iam nhiéu In.
+ Co thit cd do cac nguy2n nhan khac nhau, dau xd co, thoai hoa a8t s6ng cb: S - 15mg mdi ngay chia lam nhiéu 14n.
+ H3 trg didu trj trong mot s8 trudng hgp ddng kinh: 2 - 60mg mBi ngay chia 1am nhidu lan.
+ Cai rugu: 5 - 20mg, I3p lai n8u cén sau 2 - 4 gid.
+ Thudc tién mé dudng ubng trong nha khoa: Smg vao t6i hdm trusc, Smg khi thic ddy va 5mg hai gid truc cudc hen.
+ Thuéc tién mé dudng udng trudc khi phiu thut: S - 20mg.
- Tréem:
+ Cic dang san phdm khac nhau dugc khuy&n c4o sif dyng cho tré em dé dat dugc lidu phit hgp dudi Smg diazepam.
+ Co cling & tré c6 t8n thuong nao nhe: S - 40mg m3i ngdy chia lam nhiéu I&n.
+ Thubc tién mé dudng ubng trudc khi phiu thudt (xem myc Canh bao va than trong khi s dyng): 2 - 10mg.
— Bé&nh nhan cao tudl va suy nhugc: ST dyng liéu bng mét nlra liéu khuyén céo 3 trén.
~ Suy thin va gan (xem myc Céanh b4o va than trong khi s dyng): Sif dung diazepam & ngudi suy gidm chic nang gan ¢ thé
g4y hon me, do d6 nén gidm liéu hodic xem xét thay thé thubc khac. & ngudi suy than nang, nén gidm liéu.
CHONG CHI BINH: Diazepam chéng chl dinh sif dyng d8i v6i bénh nhan:
« Qua m&n véi diazepam, benzodiazepin ho#ic véi bat ky té dugc ndo cua thube.

Trang thai sg h&i hodic 4m &nh; rSi loan 14m th&n mén tinh, tang vén ddng (phdn Ung nghich cé thé x3y ra).

Suy phéi cAp tinh; suy ho h&p, suy hé h&p niing c&p tinh hoac man tinh (tinh trang gidm théng khi c6 thé trdm frong han).

Bénh nhugc ¢a (tinh trang ¢6 thé tram trong han).

NQung thd khi ngl (tinh trang c6 thé trdm trong han).

Suy gan nging (thdi gian ban thai cla diazepam c6 thé kéo dai).

R6i loan chuyén héa porphyrin c&p tinh.

Diazepam khdng nén diing don trj ligu & bénh nhan trém cim hojic bgnh nhan bj lo 4u va trdm cim Vi ¢6 nguy cd thic ady

ty sat

+ C6 k& hoach mang thai (xem myc Phy ni c6 thai va cho con bu).

* Mang thai (trif khi ¢ bing chiing thuy&t phyc v& Igi ich vugt trdi nguy ©d - xem myc Phy nil c6 thai va cho con bu).

CANH BAO VA THAN TRONG KHI DUNG THUOC:

+ Nén trénh sit dyng déng thdi diazepam véi rugu vaholic thubc Uc ché thén kinh trung uong. Viée sif dyng dbng thei lam
téing téc dyng cUa diazepam bao gém an thin niing, tac dyng trén ho hép vamozc tim mach (xem myc Tudng tac thubc).

« Thi gian diéu tri - Thai gian diéu trj cang ngén cang t6t thy thudc vao chi dinh. Bénh nhan nén duge danh gid hiu qua diéu

trj trong thdi gian khdng qué 4 tu&n déu va thudng xuyén sau dé 38 xem xét viéc cAn thiét tiép tyc didu trj, d&c bi¢t khi bénh

nhan da hét cAc trigu ching. N6i chung, viéc diéu trj khoéng nén kéo dai qua 8 - 12 tuéin, bao gém c giai dogn ngifng thube.

Khbng nén kéo dai thdi gian diéu tri hon khodng thdi gian ndy ma khong dénh gi4 1i tinh trang bénh nhéan. Ngay khi b4t 64u

Giéu trj nén théng bao cho bénh nhan vé gidi han cla thdi gian diéu tri va gidi thich chinh x&c viéc glam liéu tif tir. Hon naa,

théng béo cho bénh nhan vé kha nang c6 thé xay ra hién tugng di ngugc (rebound phenomena) ciing quan trong, 64 bdnh

nhé&n nhén thiic dugc va gidm thiéu lo 1ang vé cAc tridu chiing néu ching x3y ra khi ngiing sif dyng diazepam, Trong truting
hop sif dyng cAc thubc benzodiazepin tac dyng ngén, hign tugng cai thubc c6 thé xdy ra trong khodng théi gian gida cac
liéu, dac biét khi st dyng & liéu cao.

Khi dang sif dyng cAc thuc benzodiazepin c6 thdi gian tc dyng dai, phai canh bao khong nén a4 sang thu6c benzodiazepin

6 thai gian tc dyng ngén vi c6 thé xdy ra céc triéu ching clia hién 1ugng cai thube.

L& thudc va ngung thudc - CAc tridu chilng cai nghi¢n xdy ra khi sif dyng cac thubc benzodiazepin & liéu diéu trj binh thuang

trong thdi gian ngén.

SU dyng diazepam c6 thé gy 18 thudc vé thé chét va tam than. Nguy ca nay tang theo liéu lugng va thbi gian didu trj, & nhang
bénh nhan c6 tién si nghién rugu va lam dyng ma tiy hogc & nhing bénh nhan réi loan nhan cAch 14 rét. C4n phal theo doi
thuding xuyén nhang bénh nhan nay déng thai tranh ké don Iap lai thudng xuyén va nén ngiing thu8c tif tir.

Khi da 1& thudc vé thé chét, thi diing diéu tri a6t ngdt s& kém theo c4c trigu chung cal nghign (xem myc Téc dyng khong mong
muén). Céc triéu ching bao gém dau d4u, dau ca, lo 1&ng qué dd, cang thing, bén chén, 1 1&n va céu kinh. Trong truding hgp
nghiém trgng, cdc trigu chimg cé thé x3y ra bao gbm: tri giac sai thyc 1ai, phan li nhan cach, tang nhay c&m vdi &m thanh,

16 va cam gidc ngifa ran cAc d4u chi, nhay cAm v6i anh séng, tiéng én va tiép xic co thé, &o giac hodc co giat dong Kinh.

M&t ngli va lo 4u tai phat: hdi ching thodng qua, cic trigu ching duge diéu trj véi diazepam t4i phat nang hon khi ngiing

thuc va c6 thé kém véi cAc tridu ching khac bao gém thay d8i tam trang, lo &u hogc r6i logn gidc ngd va bbn chbv_l. v

nguy ¢a x4y ra hién tugng cai thuSc/hién tugng doi ngugc I6n hon sau khi ngiing diéu trj 4ot ngét, nén gi&m liéu lugng tur 101,

Vi viéc nging sif dyng benzodiazepin mdt cach adt ngét cé thé d&n dén co giat, d%c bigt cin thgn & nhang bénh nhan bj dong

Kinh hay c6 tién sif co gi4t, nghién rugu hoc ma tdy.

Dung nap - Gidi han dung nap cé thé r&t rong & nhang bgnh nhan c6 bénh & nao (dc bigt 1 xo cling dong mach) hoge suy

tim - ho h&p; do 6 phai c&n thén khi diéu chinh liéu lugng & nhing 861 tugng nay.

Téc dyng gly ngl clia diazepam cé thé bj gidm khi sif dyng thubc I4p 13 trong mot vai tuén.
Nén trénh uéng rugu khi didu trj véi diazepam (tang tac dyng Uc ché th&n kinh trung uang).
Chiing quén/mét tri nhd - diazepam c6 thé gay ra ching quén thuén chidu (khéng c6 kha nang hinh thanh nén trf nhé méi).
Tinh trang nay xAy ra thung xuyén nhét vao vai gid sau khi udng thubc va do 66 @8 gidm nguy cd nén ddm bao bdnh nhan

6 thé ngli mot gi4c lién tyc trong 7 - 8 gid. Ching quén thuan chibu c6 thd xay ra & liéu diéu trj va nguy cd téng Ién khi

dung liéu cao hon.

Trong nhing trudng hgp dau kh8, m&t mét hay tang thudng, qué trinh ty diéu chinh tam Iy c6 hé bj Uc ché bdi cac thubc

benzodiazepin.

Nén sl dyng than trong diazepam trén nhing bénh nhan c6 tién sif lam dyng rugu hodc ma tiy vi nh@ng bénh nhan nay cé
khuynh huéng quen thudc va 1§ thuge.

Ha albumin huyé&t c6 thé tang ty 18 mic c4c tac dyng khéng mong muén lién quan dén an thén cia thuéc.

Cn phai hét sic than trong khi k& don diazepam cho bénh nhan réi loan nhan cach.

Khéng nén ding benzodiazepin cho bénh nhan suy gan ning vi ching c6 thé gay ra bénh néo. D6 v6i bgnh nhan bj bgnh
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[an man tinh, ¢6 thé cdn phal glam 18u lugng. ; ;

+ Obdnh nhan suy than ndng s dyng diazopam 1am tang 4 nhay cAm cla néo do dé nén su dyng liéu thdp han (xem myc

LIdu lugng va cach dung).

Trénh diing cdc thude gay ngd & ngudl cao tuél v c6 nguy cd ghy mat thang bAng va 1 1&n cOng nhu dé b 16 nga va bj

thuong. Tuy nhign, néu dya trén trang thal 1Am sang cho théy cdn phal s dyng thubc thl nén bét ddu dibu ki véi lidu thap

{xem myc Lidu lugng va cach ding).

Than trong khi sif dyng diazepam ngoal khoa 8 trd em v tAc dyng va thdi glan dap ¢ng cia thudc trén d6i tugng ndy cé thé

khéng dang tin cay va cé thé xdy ra cac tac dyng nghich Iy.

Nguy cd khi st dyng d6ng thdl véi céc thube oplold:

Si dung d8ng thai diazepam va oplold c6 thé gay an than, tc ché ho h&p, hon mé va 1l vong. Chinh Vi nhing rli ro nay nén

vide k8 ddn déng thdl cac loal thuéc an thdn nhu banzodiazepin hodc cac thubc 1ien quan nhy diazepam vdi opioid chl dugc

chl dinh cho nh@ng b@nh nhan khdng can lya chon diéu tr} thay thé khac. Trong truding hgp k8 don diazepam aéng thal vol
opioid th nén st dyng liéu th&p nhat ¢4 hidu qua va thdl gian didu tr cang ngén cang t61 (xem thém khuy8n cao vé lidu,
muc Lidu lugng va céch ding).

Banh nhan c&n dugo theo dbi chat ch8 cac d&u higu va tridu chung cla suy ho hdp va an than. Nén théng bao cho bgnh nhan

vA ngudi cham séc bi&t v8 céc trigu ching nay (xem myc Tuang tac thudc).

Tam thén vA phan ng nghich Iy: Khi st dyng thuéc benzodiazepin cac phan ung nghich Iy c6 thé xay ra nhu bén chén,

kich dong, khé chju, hung hang, 4o tudng, n& ¢can thinh nd, 4¢ mdng, Ao giac, rdi loan tdm thin, hanh vi khéng phis hop va

céc tac dung khong mong musn khéc vé hanh vi. Néu xAy ra thl nén ngitg si dyng thubc. C4c trigu ching nay thudng xay
ta 3 tré em va ngudi gia.

Trd em: Khong hén ding céc benzodiazepin cho trd em khi chua dénh gid cn than v8 sy cdn thiét cda vige phdi sit dyng thudc;

thdl glan didu tr ngén nhét ¢6 thé. Chua xée dinh dugc tinh an toan va hi¢u qua cla diazepam & bénh nhi duéi 6 thang wéi.

Nen gidm li8u & bAnh nhan eao tudi va suy nhuge (xem myc Lidu lugng va céch ding). Do téc dyng gian co nén bgnh nhan

cao ubl c6 nguy cd té nga va hau qua ¢4 thé bj gay xudng hong.

Khuy6n nghi st dung 1iu th&p dé diéu trj cho bénh nhan suy hd h&p man tinh do nguy ca dc ché ho hép.

Nén tuain thd céc khuyén c4o than trong théng thuding khi sU dung diazepam dibu tr) bénh nhan suy gidm chdc nang than.

3 bénh nhan suy than, thdi glan ban thai cla diazepam khong thay adi déng ké nén thuting khong cdn diéu chinh liu.

Khang khuyén céo sif dyng benzodiazepin nhu ligu phap didu trj chinh bénh loan thén.

g;wng n‘én sif dyng benzodiazepin don Irj trong diéu trj trém c&m hodc lo 4u lién quan aén trdm cam (vi c6 nguy cd thic
y ty sét).

Nh@ng ngudi ¢6 kha niing ty sat khdng nén tiép can véi lugng 16n diazepam do nguy cd dung qué liéu.

B4nh nhan cé céc vén dé di truydn hism gap vé viéc khdng dung nap galactose, thiéu hyt lactase.

SUDYNG THUSC CHO PHY NO MANG THAI VA CHO CON BU:

SU dyng thuéc cho phy n@ ¢é thal:

Tinh an toan cla diazepam lrong thai ky & ngudi chua dugc thiét 13p. Khong nén sif dyng diazepam trong 3 théng ddu va

3 thang cufi thai ky. Nguy cd dj 14t b4m sinh, diic biét 1a sit méi khi s dyng benzodiazepin trong 3 thang déu thai kl nhung

méi quan hg nguy8n nhan - k6t qua chua dugc hidu r6.

Phy nd néu dang dung thudc nhung ¢6 y dinh mang thai ho#ic nghi ngd dang mang thal thi phai lién hé ngay vdi bic sy aé

dung thuée.

Thal ky:

Trong trudng hgp ¢6 If do thuyét phyc, thubc dugc si dyng trong giai doan cué) cla thai ky holic trong khi chuydn da véi liéu

lugng cao thi trd sd sinh $& c6 céc tridu ching nhu ha than nhidt, gidm truong lyc ("HYi ching y8u chi & trd so sinh - Floppy

Infant Syndrome”), nhip tim khéng d8u, biéng bl va Uc ché ho hdp muc dd trung binh do cac tac dyng duge ly cla diazepam.

Han nda nhiing trd sinh ra t nhng phy n@ sif dyng benzodiazepin thudng xuyén trong subt giai dogn cubi ciia thai ky, ¢ thé

phat tridn sy 18 thudc vé th8 chét va xusit hign c4c trigu ching cai nghi¢n trong gial doan sau khi sinh.

CAc nghién cuu trén ddng v4t cho thdy cac ddc tinh trén kha nang sinh san.

S\ dyng thudc cho phy ni@ cho con bu: Benzodiazepin cé thé dugc tiét qua sGa me. Ty I8 ndng dd trong sda va huyét

tuong thay ddi tir 0,2 dén 2,7. Do d6 c6 nguy cd tich ty diazepam & trd dang bu me. Khdng nén ding cic benzodiazepin

cho phy n@ dang cho con bd.

Kha nang sinh san: Nghién cifu trén dong vat cho thdy sy gidm sut tdn sudt d3u thai, giam ti 1§ séng sét con non & chuft

c6ng & lidu cao. Khdng c6 d lidu trén ngudi.

ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:

An thdn, m4t tri nhé va suy yéu chifc ning cd bp c6 thé &nh hudng bat Il d8n kha nang lai xe va sif dyng may méc. Néu xy
ra suy giam gi&c ngu, cé thé tang cao sy gidm tinh tdo (Xem phin Tudng tac thudc). Ngudl bénh nén dugc canh baa vé tac
ddng nay trén hg than kinh trung ugng cé thé t8n tai trong ngay sau khi s dyng tham chf sau mt lidu dan 1.

TUONG TAC, TUGNG KY CUA THUGC:

+ Tuong téc cia thuSc:

Khéng khuy&n khich sif dung déng thdi diazepam véi cac thuéc/chat sau:

- Rugu: Diazepam khdng nén dung chung véi rugu (dc ché thn kinh trung uong ting tac dyng an than: 1am gidm kha nang
14i xe/van hanh méay méc).
Natri oxybat: Tranh sif dyng déng thi (3ng cudng tac dyng cla natri oxybat).
— Thu8c dc ché HIV-protease: Tranh s dyng déng thdi (tang nguy co kéo dai tac dyng an than) - xem zidovudine bén dudi.
C4n nhic trude khi st dyng:
Tudng téc duge lyc hoc: Néu diazepam dugc si dyng vdi cac thudc tac dyng trén thdn kinh trung uong khéc, phai xem xét
c4n than dic tinh duge Iy cla cac thuc nay, dic bidt 1a véi cAc hgp chét c6 th8 gay ting tac dyng hojc dugc tang tac dung
bdi diazepam nhu thubc chéng loan thin, thudc an thdn/gidi 1o Au, thudc ng, thudc chéng trdm cam, thudc chéng co gidt,
thuéc khéng histamin c6 tac dyng an th&n, thuéc gay m toan than va thudc gidm dau gay nghidn. Vigc sif dyng ddng thai
nhu vy c6 thé 1am tang tac dung an thén va gay suy gidm chic nang hd hdp va tim mach. SU dung déng thdi thubc gidm dau
g4y nghidn c6 thé thic ddy 18 thudc thudc vé tAm Iy do tang cudng téc dung hung phén.

Thuc chéng ddng kinh:

+ Céc nghién cliu duge ddng hoc vé tudng tac gida diazepam va thuSc chdng ddng kinh da thu dugc nhidu két qua tréi
ngugc, nhy gay trdm cam va tang ndng @4 thuSc ciing nhu khdng c6 tac ddng qua lai nao.

+ Phenobarbital dung déng thai ¢é thé din dén tac dyng phy 1én thin kinh trung udng. Tang nguy cd an thdn va uc ché
hé hé&p. Phenobarbital 12 mdt chét cdm dng CYP3A4 va 1am ting chuyén héa diazepam 3 gan tif 6 gidm tac dyng cla
diazepam.

+ C&n luu y didu chinh lidu trong glai doan déu didu trj. C4c tac dyng khéng mong muén c6 thé xay ra rd rang hon vdi
hydantoin ho3c barbiturat.

+ Natri valproat canh tranh v| trf g4n véi protein cda diazepam lam tang néng d¢ diazepam trong huyét thanh tif d6 tang
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nguy cd ngl ga.
- Thu8c gldm dau gy nghlgn: Tang cudng hung phan c6 thé gay tang 13 thudc thudc vé tam ly.
— Céc logl thuBc khac tang cudng tdc dung an thin cla Cisapri nabilon, va thubc gian
cd - baclofen, tizanidin, ium va tub in.

Céc oplolds: Sif dyng ddng thdi thudc an thdn nhu cic benzodiazepin va cac thubc lidn quan khac nhu diazepam véi cac

oploid lam gia tang tac dung an than, ic ché ho hdp, hon ma va cé thé tlf vong do tang tac dyng Uc ché thén kinh trung udng.

Lidu va thi gian didu trj nén dugc gidi han (xem myc Canh bao va thin trong khi ding thubc).

Céc thudc téc ddng trdn h@ enzym gan (dc bigt 1a cytochrome P450):

+ Thudc Uc chd enzym gan (nhu cimetidi y yci p
tang tac dyng cla cac benzodiazepin.

+ liraconazol, ketoconazol, cac thuSc tc ddng y8u hon fluconazol va voriconazol ¢é khd nang Uc ch§ manh isoenzyme
cytochrome P450, CYP3A4 va c6 thé 1am tang néng 44 clia benzodiazepin trong huyét tuong. Téc dyng cia benzodiazepin
¢6 th8 gia tang va kéo dai khi sU dyng déng thai vai cac thuc nay. Do dé cdn phai gidm liéu benzodiazepin.

Nhé6m khéng sinh ycin (rl 12 mdt chét cdm Ung CYP3A4, 1am ting chuyén héa d gan va dj thanh

thai cia diazepam. Trong mt nghién ciu trén ngudi khde manh ding 600mg hodc 1,2g rifampicin méi ngay trong vong

7 ngay, 44 thanh thdi cla diazepam tang I8n khodng 4 14n. Rifampicin 1am gidm néng d¢ va gidm tac dung diazepam do dé

nén trdnh sl dyng d8ng thdi ritampicin va diazepam.

Thuéc ha huyét ép, thuSc glan mach & thubc Igl tidu: Tang nguy ca ha huy8t ap khi sl dyng déng thdi diazepam va cic

thuéc sau: Uc ché men chuydn, thuéc chen alpha, thubc d6i khang thy thé angiotensin-Il, kanh calci, thubc dc ché neuron

adrenergic, thuéc chen beta, i, nitrat, hydrak inoxidil, natri va thu6c lgi 1. Tang cudng tac dyng
an than khi sU dyng déng thdi vdi thudc chen alpha hodc moxonidin.

- Céc thuéc dopaminergic: C6 thé c6 d6i khang vdi tac dyng cla levodopa.

Thubc khéng acld: Si dyng déng thdi c6 thd Iam cham sy hép thu cla diazepam.

Thudc khang virus ( Ir, i | , Ind ir, saq i):

+ Thubc khang virus c6 thé Gc ché chuyén hda cha diazepam qua CYP3A4, Tang tac dyng an thén va nguy cd dc ché ho
hdp. Do d6 nén trénh s dyng adng thai thubc khéng acid va diazepam.

) 1am gidm d9 thanh thai va
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+ Diazepam tang dd thanh thai cla zidovudin.

- Thu8c uéng trénh thal:

+ Uc ché chuydn héa oxy hda cla diazepam, lam téng téc dyng clia diazepam. .

+ S dyng d8ng thai diazepam va thudc tranh thal cé thé gay chay méu ddt ngdt. Co ché cla hidn tugng nay véein chua duge
bi6t rd. D gay chiy méu ddt ngdt nhung chua c6 béo cho nao vé ket qud trdnh thal khdng hidu qua.

~ Theophyllin: Theophyllin canh tranh li&n k&t véi cAc thy thé adenosin @ hdo. Lam giam céc 14c dyng dugde e hoe cua

diazepam nhu giam tac dyng an thén va c4c tac dyng trén tam thAn van ddng.

Caffein: Sit dyng déng thdi c6 thé lam gidm tac dyng an thén va gidl lo &u cua diazepam.

- Nu8c budi:

+ BUSi Uc ché CYP3A4 cb thé 1am tang ndng 03 diazepam trong huyét tuong (c6 thé lam tang tac dung an thén va chimg

uén). Cmax tiing 1,5 14n va AUC tang 3,2 |&n. C6 thé tang tac dyng cla diazepam.

+ 0 ngudi khde manh tudng tac nay c6 thé cd ity nghia, nhung chua 18 tac ddng clia cac y8u 16 khac nhu tudi gia hodc xd
gan c6 1am tang nguy co cla cac tac dung khdng mong mubn nay hay khong.

- Clozapin:

+ Cd ché: Hi¢p dng dugc Iyc hoc.

+ Téc dung: Ha huy&t 4p trém trong, Uc ché ha hép, tinh trang vd thifc va cé thé gay til vong do Uc ch& hd hép vamoiic ngiing
tim. Do d6, viéc sU dung d8ng thai khong dugc khuy&n khich va nén tranh.

- Tuodng téc dugc Adng hoc: Diazepam chil y&u dugc chuy8n héa thanh cac chét chuyén héa c6 hoat tinh dugc Iy 1
N-d va Chuyén héa oxy héa cla diazepam qua trung gian CYP3A4 va GYP2C19.
Oxazepam va temazepam tiép tyc li&n hgp vdi acid glucuronic. Céc chét iic ch& CYP3A4 vahoic CYP2C19 cd thé 1am tang
néng d¢ cla diazepam trong khi cac thuSc cam Ung enzym nhu rifampicin, hypericum perforatum va mét s§ thu6c chéng
ddng kinh c6 thé 1am gidm dang k& néng 46 diazepam trong huyét tuong.

- Carbamazepin: Carbamazepin 14 mot chét cam Ung CYP3A4 va 1am téng chuyén héa & gan cla diazepam. Didu nay c6
thé 1am tang 3 thanh thai trong huyst tuong cao hon g&p 3 I4n va gidm thdi gian ban thai cla diazepam. Lam gidm tac
dyng cia diazepam.

— Phenytoin:

+ Phenytoin 1a chét cAm ung CYP3A4 va 1am tang chuyén hda diazepam & gan. Gidm tac dyng cia diazepam.

+ Diazepam cd thé lam tang, gidm hoéc khong thay déi chuyén héa ciia phenytoin mot cach khdng thé dodn trudc. Co th8
1am tang hodc gidm néng @ phenytoin trong huyét thanh. Néng d phenytoin nén dugc kiém sodt chat ché han khi sif
dyng déng thai hodc ngiing s dyng diazepam.

- Céc azol (fl ] I
+ Lam ting néng d benzodiazepin trong huyét tudng do Uc ché chuyén héa qua CYP3A4 vA/hodc CYP2C19,

+ Fluconazol: Dung déng thdi 400mg fluconazol vao ngay déu tién va 200mg vao ngly thil hai Iam tang AUC cla 5mg
diazepam @udng udng liéu duy nhét 1&n 2,5 1&n va kéo dai thdi gian ban thai tif 31 gid 18n 73 gid.

+ Vorlconazol: Mot nghién cUu trén ngudi khde manh cho thdy 400mg voriconazol, 2 1n/ngy vao ngay d4u tidn va 200mg,
2 I&n/ngay vao ngay thi hai 1am tang AUC clia Smg diazepam dudng uéng I&n 2,2 14n va kéo dai thdi gian ban thai tu
31 gi¥ 1én 61 gid.

+ Tang nguy wgcﬁa céc tac dung khdng mong muén va dfc tinh ciia benzodiazepin. Nén tranh s dyng déng thail holic
giam liéu diazepam.

~ Fluvoxamin: Fluvoxamin Uc ch& cA CYP3A4 va CYP2C19 déin aén Uc ché chuyén héa oxy hda cda diazepam. Dung déng
thai v6i fluvoxamin 1am tang thisfi gian ban thii va ting khodng 190% ndng d4 trong huyét tuang (AUC) clia diazepam. Cé
thé g4y ngl ga, gidm hidu sudt van a9ng 1am Iy va trl nhd. TSt hon nén si dyng vdi cac thudc benzodiazepin duge chuyén
h6a khéng qua con dudng oxy héa.

- Cor id: SU dung cor thdi gian dai c6 thé gy tang chuyén héa cla diazepam do cdm Ung isoenzym
cytochrome P450, CYP3A4 hay do cAm uing cac enzym chju trach nhiém glucuronid héa. Lam gidm tac dung cla diazepam.

- Cimetidine: Cimetidine Uc ché chuyén héa & gan cUa diazepam, 1am gidm ddthanh thai va kéo dai thai gian ban thai. Trong
mdt nghién citu v6i 300mg cimetidine, 4 14n m8i ngly trong 2 tudn, néng 44 lién két trong huyét tuong cia diazepam va
chét chuyén héa c6 hoat tinh cla n6 - desmethyldiazepam G4 tang 18n 57% nhung thdi gian phan ung va cac kiém tra vé
van dong cGng nhu tri tué khac khdng bj Anh hudng. Ting tac dyng clia diazepam va tAng nguy cd ngu ga. C6 thé c4n phai
giam liéu diazepam.

- Omeprazol: Omeprazol Uc ché chuyén héa diazepam qua CYP2C19. Omeprazol kéo dai thdi gian ban thai cla diazepam va
1am tang néng 44 trong huyét tuong (AUC) clia diazepam khoang 30% - 120%. Tac dung ndy dugc quan st thy & ngudi cé
kiéu hinh CYP2C19 chuyén hoa nhanh nhung khong quan s4t thdy 8 ngudi c6 kiéu hinh CYP2C 19 chuyén héa cham, véi 4§
thanh thai diazepam th&p. Lam tang tac dyng cla diazepam. C6 thé c&n phai gidm liéu diazepam.

— Esomeprazol: Esomeprazol Uc ché chuyzn héa diazepam qua CYP2C19. Ezomeprazol kéo dai thdi gian ban thai va ting
néng a4 trong huyét tuang (AUC) clia diazepam khodng 80%. Lam tang téc dyng cUa diazepam. C6 thé cén phai giam liéu
diazepam.

— Isonlazid: Isoniazid dc ché chuyén héa diazepam qua CYP2C19 va CYP3A4. S dyng dbng thdii véi 90mg isoniazid, 2 1an/ngay
trong 3 ngay 1am kéo dai thdi gian ban thai clia diazepam va lam tiing 35% néng df trong huyét tuong (AUC) cla diazepam.
Tang tac dyng cla diazepam.

— Itraconazol: Tang néng @) diazepam trong huyét tudng do tic ché chuyén héa qua CYP3A4. Trong mot nghién cuu trén
ngudi khde manh dung itraconazol 200 mg/ngay trong 4 ngay 03 lam tang AUC cla diazepam 5mg dudng ubng liéu duy nh&t
1én khoding 15%, nhung khéng c6 tudng tac c6 y nghia Im sang n2o dugc x4c dinh thdng qua céc kiém tra higu susit tam
thén vén déng. Itraconazol c6 thé lam tang tac dung cla diazepam.

— Fluoxetin: Fluoxetin dc ch§ chuyén héa diazepam qua CYP2C19 va qua cic con dudng khéc, din dén tang néng % trong
huyét tuong va gidm 4 thanh théi cla diazepam. Taing tic dyng clia diazepam. Khi sif dyng d6ng thdi nén theo déi chit ché.

- Disulfiram: Gidm chuyén héa clia diazepam din dén kéo dai thii gian ban thai va ting néng d¢ trong huyét tuong clia
diazepam. Sy thi tris cAc chét chuyén héa N-desmethyl clia diazepam bj cham lai, do d6 c6 thé lam téing tac dyng an thin

3 rét. Tang nguy cd tic ché than kinh trung Udng nhu tac dung an thén.

— Cisaprid: Téng t6c do h4p thu cUa diazepam. Tang tam thi téc dung an than cia diazepam dudng ubng.

~ Levodopa: Trong mét s6 ft trudng hgp sU dyng déng thdi véi diazepam lam gidm tac dyng cla levodopa,

— Ketamin: Do c6 qué trinh oxy h6a tuong ty nhau nén diazepam canh tranh dc ché chuyén héa ketamin. Tién mé véi diazepam
c6 thé kéo dai thdi gian ban hly clia ketamin do 66 tang cudng tac dung clia diazepam. Téng tac dyng an thén.

* Tuong ky cua thuSc: Khéng 4p dyng.

TAC DYNG KHONG MONG MUON CUA THUGC:

+ Bubn ngl, ngli ga, té liét c&m xuc, gidm tinh Ao, 1 1&n, mét mdi, nhic ddu, chéng mit, yéu co, mAt thing biing hogic nhin
a6i chis y&u xdy ra khi bAt ddu diéu trj nhung thudng bién m&t khi dung I8p lai. & nhang bénh nhan cao tubi c6 thé cb finh
trang 1G I&n Khi dung liéu cac. Tang nguy cd té nga va gay xudng & bénh nhan cao tudi s dyng céc thubc benzodiazepin.
Téng tiét nudc bot va dich ph& quén dic biét la § tré em.

Chung quén, m&t tri nhg.

Chung quén thuén chiéu cé thé xay ra khi sif dung & liéu diéu tri, nguy cd ting 1én khi diing liéu cao han. Ching quén cé th§

lién quan dén cac hanh vi khong phis hgp (xem myc Canh béo va thén trong khi diing thubc).

L& thube thubc: SU dyng 18u dai (ngay ca & liéu diéu tri) c6 thé phét trién sy 18 thuc thubc vé thé chat va tam thén: vigc

ngung diéu tri c6 thé din dén hi¢n tugng cai thuéc hoc hiéu tugng dbi nguge (xem myc Canh bao va than trgng khi ding

thudc). Tinh trang lam dyng cac benzodiazepin cing da dugc bao céo.

Tén suét clia cac tac dyng khéng mong mubn dugc qui Udc nhu sau: R&t thudng g3p (2 1/10); Thudng gap(z 1/100 dén

< 1/10); ft g&p (2 1/1.000 @én < 1/100); Hiém g&p (2 1/10.000 dén < 1/1.000); R&t hiém (< 1/10.000); Chua biét (khéng

thé uéc tinh ti d ligu c6 sn).

R&t thudng g#p: REi loan h¢ than kinh: Bubn ngl, ngli ga.

— Thudng gip:

+ R6i loan hé thén kinh: Thét diéu, suy y&u van dong, run rdy.

+ R6i loan t8ng quét va tinh trang viing tiém: Mét mai, hoi chiing ngung thuéc (&u lo, hoang sg, héi hop, d6 mé hoi, run rdy,
16i Ioan tidu héa, cdu gt, hung haing, m&t tri gidc, co thét cg, khd &, chan &n, hoang tuéng tam thdn, mé sing, dgng kinh,

i nhifc dAu, dau ca, trdm cim, m&t ngd, bén chén, 10 1&n va hién tugng ddi nguge)’.

- hgdp:

+ Rgi loan hé thn kinh: Quén thugn chiéu’; Kho tap trung, r6i loan thiing biing, chéng mét, dau déu, n6i d6.

+ R&i loan hd hép, nguc, trung thét: Uc ché hd hap.

+ R&i loan tiéu hoa: RSI loan da day ruft (budn nén, nbn mia, tao bén, tidu chay), tang tiét nuéc bot.

+ Da va mb duéi da; Phan uUng dj Ung da (ngifa, ban dé, mé day).

+ R6l logn xuang va mo lién két: Nhuge cd.

- Hiém gip: i
+ R6iloan hg mau va bach huyét: R&i logn chdc nang mau.

+ R6i loan tam th&n: Phan ung tm thén va nghich thuding nhu kich thich, bén chén, kich dong, cdu g4, hung hang, hoang
tudng, gian da, Ao gidc, logn th&n, mét trf nhd, 4&c mdng, céc réi logn hanh vi khong phit hgp hodc ddo nguge®; Gidm cam
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xuc, giam tinh 140 va trém cam”

R6I loan ho thdn kinh: pay y thiic, mét ngd, r61 10an ngdn nga.

R6! logn tim: Nhip tim cham, suy tim ké ca ngung tim.

RGI loan mach mau: Ha huygy ap, ngdt xlu; KhBNg vugt qua 16c 8 khuyén céo dé gidm nguy ¢ gay ha huyét 4p. Batva

010 bonh Nhan & tu thé nAm ngOa trong subt qué trinh,

R6| loan ho héip, ngye, trung thét: NgUing ho héip, tang 1i61 dich phé quan.

R4l loan tidu héa: Kho migng, tham &n.

R&i loan gan mAt: Vang da, thay a6l cdc chi 86 gan (tang ALT, AST, phosphatase kiém).

RGi loan than va iét nidu; By ydu, tiéu khong ty chi.

RS loan hé sinh dyc va vii; Ng héa tuyén vo, 18t dudng, tang hodc gidm ham mudn.

Rt hiém gip:

+ R6iloan hé mau va bach huyét: GIAm bach cAu, gldm tiéu cdu, m&t bach cdu hat.

+ R6iloan ha mi&n dich: Phan ing tang huyét 4p bao gém phan v4.

+ Nghién clu: Tang transaminase,

- Chufa biét:

RGi loan chuyén héa va dinh dudng: RéI loan chuyén héa bao gém toan chuyén héa, tang khodng tréng anion va tang

4p Iyc thém th&u dugc béo céo nhu hé qud cua ddc tinh propylene glycol (xem ph&n Canh b4o dac bidt va than trong

khi st dyng)-

R6i loan thi giac: M&t md, nhin d0i, run gidt nhan cdu.

R&i loan tai VA tal trong: Chéng mat mét thang bing. . )

R6i loan mach mau: Tiém finh mach diazepam c6 thé kém theo phdn (ng tai ché, viém finh mach huyét kh&i va huyst

khéi tinh mach.

R6i loan hd hép, ngyc, trung thét: Ngung thd, tang bénh phéi tdt nghén.

R6I loan 18ng quét va finh trang viing tiém: Phan (ng phan v§, dau hodc kich Ung viing tiém (xem réi loan mach méau).

DA biét dé&n khi duing céc thubc nhom benzodiazepin hodc cAc thuSc dang benzodiazepin. Céc phan ung nay cé thé rdt

nghiem trong. Nhibu kh& niing xdy ra & trd em va ngudi cao tuéi. Nén ngung dung Diazepam néu céc trigu chung ndy xudt

hién (xem phéin Canh béo va th@n trong khi s¥ dyng).

. Trhm cam ¢6 trude d6 ¢6 thé boc phét trong khi st dung benzodiazepin.

. C6 thé xdy ra & mic li8u didu tr], nguy ¢d tang vdi liéu cao han. T&c ddng Iam m&t trf nhé cé thé di kém v6i hanh vi khéng

thich hgp (xem phan CAnh bao va than trong khi ding thubc).

d. ::‘m!o nlﬂr:\g 6\cm muc d6 nBing cta cc 1ridu ching cai thube phy thude vao thai glan didu tri, mic 18u dung va mdc ¢) 1§

ugc thube.

QUA LIEU VA CACH XU TAf:

¢ Qué libu:

- Céc lridu chang clia qué lidu diazepam chi yéu 1A tang cuding tac dyng didu trf (m4t thiing bAng, buén ngd, ngl ga, réi loan
nhip tim, an thén, y8u ca, ngl sau, ha huyét 4p, nhip tim cham, rung giat nhan c4u) hoac kich thich nghich. Trong héu hét

céc trudng hop, chl cén quan sat céc chic nang séng quan trong.

Qua liéu cé thé g8y hon mé, r6i logn nhip tim, Uc ché tim - hé hdp va ngimg thd, cAn c6 cac bidn phap a8i phé thich h

(thang khi, hé trg tim mach). Tac dyng tc ché hd hép clia benzodiazepin nghidm trong han & nhGng banh nhan bj banh phéi

t4c nghén mén tinh muc d ngng. CAc dnh hudng nghiém trong khi dung qua liéu cGng bao gém tidu ca van va ha than nhigt.

Céch xU trl khi dung thubc qué liéu:

Duy trl duding thd thong thodng va thdng khf ddy du.

Can nhéc dung than hoat tinh (509 d6i véi ngudi 18n, 1 g/kg d6i vdi tré em) & ngudi 16n da ding han 100mg diazepam hodc

tré em da dung han 1 mg/kg trang vdng 1 gid, véi didu kign bnh nhan khdng qua bubn ngd.

Theo ddi ¥ thic, nhip hé hip, do dd bao hda oxy va huyét &4p & nhing b&nh nhan c6 trigu ching.

Xem xét phan tich khl mau ddng mach L] nhang bénh nhan bj gidm muc dd y thuc (GCS < 8; AVPU thang P hodc U) hodc

c6 gidm d¢ bao hda oxy.

~ Didu chinh tridu ching ha huyét 4p bing céch nang cao chan giuding va bu dich thich hgp. Khi ha huyét 4p duge cho 1a
chi y§u do gidm suc can mach hd théng, cé 1h8 sif dyng cc thuSc c6 hoat tinh alpha-adrenergic nhu noradrenalin hodic
dopamin liéu cao (10 - 30 microgam/kg/phat). Lidu clia thuéc tang co bép ¢a tim nén duge chudn dd dya trén chi s6 huyét 4p.

— Né&u tinh trang tyt huyét 4p nghiém trong van xy ra du dd 4p dyng céc bién phap trén thi cin phai theo ddi 4p Iyc tinh
mach trung tam.
CAc bign phép h8 trg duge chl dinh tby theo tinh trang 14m sang cia bénh nhan. Benzodiazepin khéng dugc thi tris ddng
k& qua qu4 trinh thdm phan mau.
Flumazenil, m{t cht d6i khang benzodiazepin, khéng dugc khuyén ding nhu mdt xét nghiém chén doén thuding quy 3 nhing
b@nh nhan bj gidm muc @9 y thuc. Bdi khi flumazenil ¢6 thé dugc st dyng nhu mdt ligu phép thay thé cho thdng khi & tré
em - d6i tugng nhay cAm véi benzodiazepin, hogic 3 bdnh nhan COPD aé tranh phai thng khi. Khéng cn thiét hogc khdng
thich hgp trong trudng hgp ngd ddc, véi myc dich dio nguge hoan todn tac dyng cla benzodiazepin. Flumazenil c6 thdi gian
bén hiy ngén (khodng 1 gid)) va lrong trudng hgp ndy, ¢6 thé c4n phai truyén djch. Chéng chi dinh flumazenil khi banh nhan
da su dyng nhidu loai thudc, dc bidt 1a sau khi st dyng déng thdi benzodiazepin va thuéc chéng trdm cam ba vdng hoac
b4t ky loai thuéc ndo khac 6 thé gay co giat. Do benzodiazepin cé thé Uc ché cac cdn co giat do thudc th( hal gay ra; sy d6i
khéng benzodiazepine clia flumazenil c6 th8 gay ddng kinh n3ng hon va r4t khé kidm sodt.

— Chéng chi djnh s dyng flumazenil trong truéing hgp c6 cac trigu ching g¢i ¥ bénh nhan da s dyng thubc chéng trdm cam
ba vbng bao gém QRS rdng hoic ddng ti gian. Chdng chi ginh dung cho bénh nhan sau nging tim.

— Neén su dyng flumazenil than trong trén nhang b§nh nhan c6 tién sit ddng kinh, chdn thuong ddu hojc sif dyng benzodiazepin
18u dai.

- D:I khi c6 thé c4n dén may h§ trg hd h&p nhung nhin chung ciing it vn dé gap phai, mac du tré cé thé c6 nhang thay ddi
vé hanh vi.

— N&u trang thai kich thich x3y ra, khdng nén sl dyng c4c barbiturat tAc dyng qua liéu s& nghidm trong hdn khi dung chung véi
_c4c thubc tac dyng trén thdn kinh trung uong, dac bigt 1a rugu, va néu khdng cb cac bign phap hd trg th c6 thd gay tll vong.

DAC TINH DUGC LYC HOC:

* Nhém dugce ly va ma ATC: An thén, gidi lo au, gdy ngl, ma ATC: NOSBAO1.

* Cd ché tac dyng:

- Diazepam 1a mdt logi thuéc an than thudc nhém benzodiazepin cé dac tinh chdng co giat, an thén, gidn ca va gay ngu.

- Benzodiazepin, ching han nhu diazepam, lién két véi c&c thy thé & cac viing khac nhau cia ndo va tly séng. Sy lidn két
nay 1am 1ang tac dyng Uc ché cla acid gamma-aminobutyric (GABA). Chic ning cia GABA bao gm sy tac dgng 1én thdn
kinh trung uong qué trinh khdi tao gidc ngd, kidm soét trang thai ngd, tri nhd, lo Kng, d9ng kinh va kich thich thdn kinh.

PAC TINH DUGC DONG HOC:

Hép thu; Diazepam hép thu d dang va hodn toan qua dudng tidu héa. Néng dd dinh trong huyét tuang dat duge trong

kgoang 30 - 90 phit sau khi uSng, ndng do 8n dinh trong huydt tudng dat dugc sau 5 - 6 ngay va lién quan tryc tiép dén

lidu sl dyng.

Phan phdl: Diazepam qua dugc hang rao mau nao va d¢ tan trong lipid cao, didu nay 1am cho tac dyng ban d4u gidm nhanh

chéng vl thuéc duge 141 phan phéi tich ty @ md m3 va md. Diazepam lién két véi protein huyét tuang 3 t1 14 cao (98 - 99%).

Diazepam va céc chét chuyén héa ciing duge tidt qua s3a me va di qua nhau thai mdt cach di dang, do d6 thubc c6 thé tich

ty & tré s0 sinh hodc thai nhi.

Chuyén héa sinh hoc: Diazepam dugc chuyén héa nhidu & gan, cac chit chuyén héa c6 hoat tinh cla diazepam bao gém

i va . D c6 dudng cong thai trif hai pha véi giai doan phan bé nhanh ban
d4u va gial doan thai trd kéo dai trong 1 hodc 2 ngay; tic dyng clia thudc con kéo dai sau dé do thai gian bén hiy cla ch4t
chuyén héa c6 hoat tinh chinh - d (nordi 12 WU 2 - 5 ngay, ty 18 tuong d&i cla chat ny trong cd thé
14ng khi diing thudc trong thai gian dai. Thoi gian ban thai trong huyét tudng cla diazepam kéo dai & a8l tugng tré so sinh,
nguési gia va benh nhan cé bénh than hoic gan.

Thal trit; Thudc thai trif qua nudc tidu chd y8u dudi dang da chuydn héa, ngoai ra cdn ¢ dang ty do hay dang lién hgp,

Qu) CACH BONG GOI: Hop 10 v X 10 vién nén. =

pIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUGNG CUA THUSC:

+ Bdo quin: Ndi khd, nhigt d9 khdng qué 30°C, trénh 4nh sang.

+ Han “"i;ae thang ké tif ngay sin xudt.

* Tidu chufn: DBVN

TEN, DJA CHI CUA €O 88 SAN xuXT THUSC:

CONG TY CO PHAN DUGC PHAM TRUNG UONG VIDIPHA

Bia chl: CHI NHANH CONG TY €8 PHAN DUGC PHAM TRUNG
UONG VIDIPHA BINH DUONG
Khu ph6 Tan Binh, phudng Tan Higp, thanh phd Tan Uyen, tinh Binh Dudng, Vist Nam

Pién thogi: (028) 38440106
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VIDIPHA Email: vanthu @vidipha.com.vn
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