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THANH PHAN CONG THU’C THUOC

M3i1.mld b chora:
Thanh phédn hoat chét: Midazolam hydrochloride 5,56 mg tuong duong midazolam 5 mg

Thanh phén té dupe: Nudc ct pha tiém, natri clorid, acid hydrocloric

DANG BAO CHE

Dang béo ché: Dung dich tiém

MO té dang bao ché: Dung dich trong, khdng mau, pH tir 2,9-3,7, ndng 4o Osmolality tir 275-305 mOsmol/kg.
CHI DINH

Paciflam 1a thubc an thdn duge chi dinh:

Nowdi ién
- An than tinh treréc va trong khi chdn doan hoc trong quaé trinh didu tri c6 hay khéng c6 gay té cyc bd.
- Trong gy mé:
m  Tidn mé trde khi cdm (g mé
m Cam (rng mé
m  Nhu 12 mot thanh phn an than trong gdy mé c6 két hop.
- An thin trong phdng cham sdc tich cye.
Otré em
- An than tinh triréc va trong khi chdn doan hoc trong qué trinh didu trj ¢6 hay khong c6 gay 8 ciic b.
- Trong gay mé:
u Tidn mé truére khi cam (g mé
- An than trong phong cham séc tich cye
CACH DUNG, LIEU DUNG
*Lidu ding
Lidu chuén
Midazolam 14 thubc an thdn manh nén phai thirc hién tham do li8u va tiém cham. Khuyén céo phai thyrc hién tham dé
lidu a8 dat mirc an th&n mong mudn va an toan tiy thudc vao tinh trang IAm sang, thé trang, tudi va thubc dang sir dung
@dng theri. DSI véi bénh nhan trén 60 tudi, bj suy nhugc hodc cé bénh man tinh va bénh nhi, lidu diing phai dugc xac
dinh cén than va luu y aén céc yéu t8 nguy co cla tirng bénh nhan. C4c lidu chudn dugc cung cAp theo bang duéi day:

Nguwdi Ién 2 60 tudl/ suy
Chi djnh Ngwi 16m < 80 tudi nhwge hodc cé bénh Tré em
man tinh
Burong tinh mach & bénh nhan tir
6 thang - 5 tudi:
Lidu khéri ddu:
0,05-0,1 mg/kg
Téng lidu: < 6 mg
Duwirng finh mach: Duwdrng tinh mach: 2.: : _1"2!{:2',"“‘:" & binh nhan
An thn oh Lidu kh&ri ddu: 2-2,5 mg Lidu khéi ddu: 0,5-1 mg Lidu khéi aAu:
Lidu tham do: 1 mg Lidu tham do: 0,5-1 mg 00580 65 n“’g,kg
Téng lidu: 3,5-7,5 mg Téng lidu: < 3,5 mg Téng lidu: < 10 mg
Qua dwéng trpe trang,
tré > 6 thang:
0,3-0,5 mg/kg
Tiém bép tir 1-15 tudi:
0,05-0,15 mg/kg
Pwong tinh mach:
Buwong finh mach: Lidu khei @Au: 0,5 mg 2;'::‘::‘": yo trang,
i Jidu 13p lai 1-2 mg Taing téc A tiém tir tir 080K g:
Tiém b‘p: néu cAn. ,3-0,5 mg/kg
! Tiém bép 1-15 tudi:
0,07-0,1 mg/kg Tiém bép: 0,08-0,2 mg/kg
0,025-0,05 mg/kg i
g‘;g“g g’:""g’,k"""’ Puromg tinh mach:
,15 -0, g
Cam (rng mé . 0,05-0,15 mg/kg
(0,3-0,35 khéng sir dung
chét tidn mé) | (0,15-0,3 khdng chudn mé)
Dwing tinh mach: h u
Thanh phén an | Lidu truyén ngét quang gmlgég’:f\é':m.ﬂéu
thén trong gay | 0,03-0,1 mg/kg hoge khuyén c4o 881 véi ngudi
mé phéi hop truyén lién tuc <60 twbi
0,03-0,1: mg/kg/gi¢r ;
Budng tinh mach:
Tré so sinh thidu thang < 32 tudn
thai: 0,03 mg/kg/gier
An thén trong Puwéng tinh mach: Tré so sinh > 32 tulin thai va tré em
chém Liu tAn cong: 0,03-0,3 mg/kg khodng tang lidu ttr < 6 thang tudi:
“cp‘ W u‘gch oyl 1-2,5mg 0,06 mg/kg/gi&r
Lidu duy tr: 0,03-0,2 mg/kg/gity Tré em > 6 thang tudi:
Lidu tdn cong: 0,05-0,2 mg/kg
Lidu duy tri:
0,06-0,12 mg/kg/gier
« Céch ding
An thén tinh i
Midazolam dugc sir dyng qua durdng tinh mach trong céc truéng hep an than tinh dang trong chdn doan hodc trong

phéu thugt. Lidu lugng

dugc thém do theo tirng cé nhan, va khéng tiém nhanh hay tiém nhanh mdt 1An véi lugng
16m. Tac dyng bét ddu gay an than c6 thé thay ddi theo tirng c& nhan tuy thudc vao lh‘
tirng truémg hop cy thé theo lidu sl dyng (tbc dd tiem,

trang cla tirng bénh nhan va

lrgng thubc tiém). Néu cAn thidt, cac lidu tiép theo co thd duec

slr dyng tly theo tinh trang cla tirng bénh nhan. Thel gian tac dyng khodng 2 phit sau khi tiém, Hiéu qua ti da dat |
dugc sau khodng tir 5 aén 10 phat.

Nguoi lon

Midazolam sir dyng qua dudng tinh mach phai dugc tiém cham, tdc a6 tiém
dudl 60 tubi, iBu khé/ dAu tir 2 6én 2,5 mg truydn trong 6 aén 10 phat trudc
dyng céc liu 1 mg tiép theo néu can thibt. Téng lidu trung binh 14 tir 3,5 aén 7,5 mg. Téng |

khol;?1mtmngaoouy.0nwanon '
khi !d&uqu&rlnhdl&um.(:émbsb |
5

1én
khong cAn thiét. & ngue 6 trén 60 tudi, bénh nhan bl suy nhuge hodc cé bdnh man tinh, lidu khdi dAu tir 0,5 dén 1

mg va ding truére khi bét dAu th thugt 5-10 phat. C6 thd tiem thém céc lidu tir 0,5 dén 1 mg ndu cAn thiét,

bénh nhan nay, ndng ¢ dinh dat dén chdm hon, cn tiém midazolam rét cham va cAn than. Tng lidu Ién hon 3,5

mg thurdng khong

cAn thiét.



Tré em

Tiém qua dudng finh mach: nén thie hién tham dd lidu midazolam tir tir 6é dat durgc higu qua Iam sang mong muén.

Lidu khéi @Au cia midazolam nén dugec tiém tir 2 dén 3 phut. Phai dgi thém tir 2 dén 5 phat @8 dénh gia ddy a0 tac

dung an thAn truéc khi bt dAu hodc sir dung lidu 13p lai. Néu cn thém tac dung an than, tiép tyc dé lidu blng cach

téing dAn lrgng nhé dén khi dat dén mirc 40 an thAn pha hgp. Tré nho dudi 5 tudi cb thé cAn lidu cao hon (mg/kg) so

Vvé&i tré In va thanh thiéu nién.

- Bénh nhi dudi 6 thang tudi: thudmg d& bj tdn thuong duéng ho hap va giam thong khi. VI Iy do ndy, khuyén céo
khong nén st dung thudc trong an than tinh & tré nhé dudi 6 tha '

- Bénh nhi tir 6 thang dén 5 tudi: lidu khai d4u 0,05 dén 0,1 mg/kg. 1"‘200 lidu c6 thé 1&n aén 0,6 mg/kg dé dat aén mirc
a6 an thAn nhur mong muén, nhung tdng lidu khdng nén virgt qué 6 mg. Tac dyng an thin kéo dai va nguy co gidm
théng khi co thd xay ra khi sir dyng lidu cao hon.

- Bénh nhi tr 6 dén 12 tudi: lidu khoi dAu 0,025 aén 0,05 mg/kg. Tdng lidu dén 0.4 mg/kg va téi da 10 mg néu can
thiét. TAc dyung an thAn kéo dai va nguy co gidm thong khi c6 thd xay ra khi st dyng lidu cao hon.

- Bénh nhi tir 12 @én 16 tudi: nén dung lidu nhu ngudi Iém.

Sir dyng qua dudng trye trang: tdng lidu midazolam théng thuéng tir 0,3 dén 0,5 g. Dung dich thubc trong éng

tiém dugc bom vao tryc trang bAng dyung cu chuyén biét bng nhua gén vao cubi bom tiém. Néu nhue thé tich

sir dyng qué nhd, cb thé pha thém nudc ad dat dén thd tich 10 ml. Tng lidu nén dugc sir dyng mot 14n va tréanh sl
dung 13p lai qua dudng tryc trang. Khuyén céo khong nén sir dung cho tré dudi 6 thang tudi vi khong c6 ddy au sb
lidu nghién ciru & nhém bénh nhan nay.

Tidm bép: lidu sir dyng vao khodng 0,05 va 0,15 mg/kg. Tng lidu I6n hon 10,0 mg 14 khong cAn thiét. Chi nén sir dung

dwdmg dung ndy trong céc trudmg hop ngoal 1. Nén ding qua trye trang hon Vi tiém bép gay dau.

& tré em dudi 15 kg thé trong, khuyén céo khong sir dung dung dich midazolam véi ndng d6 cdo hon 1 mg/ml. Néng

a6 cao hon nén dugc pha loéng téi ndng a6 1 mg/ml.

Géy mé

Tién mé

Tidn mé vé&i midazolam ngay trurére khi thyre hign qué trinh gy mé dé tao ra trang théi an than (gay ngd, ngl lo mo va

gidi lo Au) va 1am gidm nhe trf nhé truée phiu thudt. Midazolam ciing c6 thd durgc sir dyng két hop véi céc thubc khang

cholinergic. Trong chi dinh nay, midazolam nén dugc tiém bip sau vao khéi co 1ém tir 20 dén 60 pht trurére khi cam (ng
mé, hodc wu tién sir dung qua dudng trirc trang & tré em (xem phin duéi). Phai theo ddi bénh nhan cén than sau khi
tidn mé vI mirc nhay cm cua tirng c& nhan khac nhau va trigu chirng qué lidu c6 thé xdy ra.

Ngudi lém

Khi si¥ dung an than trurée phiu thuat c6 thd giam nhe trf nhér vé céc sy kién tidn phau thuat, lidu khuyén céo dbi voi

ngudi I6n theo bang phan loai thé trang bénh nhan ctia higp hoi gay mé hdi sirc My va dui 60 tudi 14 tir 1-2 mg dudng

tinh mach va I3p lai li8u ndu cAn 1-2 mg tiém duéng tinh mach, hoic 0,07 dén 0,1 mg/kg tiém bép. Can phéi gidm lidu
va didu chinh phi hop theo tirng ca nhan khi sir dyng midazolam cho ngudi Ion trén 60 tudi, b&nh nhan suy nhugc
hay bj b&nh man tinh. Khuyén céo lidu khoi dAu dwéng tinh mach 14 0,5 mg va c6 thé ting téc o tiém tir tir néu can.

Khuyén céo nén sir dung lidu tir 0,025 dén 0,05 mg/kg qua tiém bép. Khi chi dinh ddng ther véi cée thubc gay nghién,

cAn giam lidu midazolam. Lidu thdng thuong tir 2 dén 3 mg.

Tré em

1Iré s sinh tir 0 - 6 théng tudi

Khuyén c4o khong nén sir dung & tré em dudi 6 théng tudi Vi chua c6 ddy du sb liu nghién ciru.

Tré trén 6 thang tudi ) ‘
Sir dyng qua dudmg tryc trang: Tdng lidu midazolam, thong thudmg khoang 0,3 téi 0,5 mg/kg nén dugc sir dyng 1
@én 30 phut treére khi cAm (g mé. Dung dich thudc trong éng tiém dugc bom vao tryc trang béing dyng cy chuyén
be«ﬁngnhuagﬁnvéocubibngbmnﬁem.Néunhuluongthéllchquanhé,coméphamémnudcdédatduvc
t8ng thd tich 1a 10 m, )
Sir dyng qua dudmg tiém bip: Vi tiém bép gay dau nhirc, dudmg dung nay chi duge ding dén trong nhing trrdng hop
ngoai 1&. Nén chon dudmg trc trang. Tuy nhién lidu tir 0,08 dén 0,2 mg/kg stz dyng qua dudmg tiém bép to ra higu qua
va an toan. O tré tir 1 tudi dén 15 tudi, c6 thé sir dyng liéu cao hon ngudi I6m va ty 18 véi thé trong.
Ohéemdut‘iHSkthrong.khuyéncéokhbngnénst‘ydungmldazolambcécn&\gdowohon1mglml,C_écnbng
@6 cao hon phai dugc pha lodng v& ndng d6 1 mg/ml. - ’ a
Cam irmg mé e &

‘Néu nhu midazolam dugc sir dyng 08 cam (g mé trude khi cac thubc mé khac dugc sir dung, dép (mg véi thubc s&
thay 83i & tirng bénh nhan. Nén thyrc hién tham do lidu dé dat dén hidu qua mong mudn tiy theo tudi cia bénh nhan
va tinh trang 1am sang. Khi midazolam dugc sir dyng treéc hay két hop véi céc thube khéc qua dwmg finh mach hay
qua dudmg khi dung 88 cam tng mé, liu khoi ddu ctia mdi thube phai dugc giam. Mirc 49 gay mé mong mudn dat
dugc theo timg buéc clia qué trinh tham do lidu. Lidu midazolam qua dudng tinh mach dé cam (ng mé nén dugc
tiém cham va tang dAn. M8i buéc tang khong qua 5 mg mdi 1An va duoc tiém 1au hon 20-30 gidy dé khodng thi gian
gitra 2 IAn téing lién tiép 12 2 phut. 3

& ngudi I6m dui 60 tudi, théng thudng lidu tiém qua tinh mach tir 0,15 dén 0,2 mg/kg 1a du. & ngudi Ién dudi 60 tudi
Kkhong st dyng chAt tidn mé a& phAu thuét, lidu diing c6 thé cao hon (0,3 t¢i 0,35 mg/kg qua duemg tinh mach). Néu
cAn a8 két thac giai doan cam (rng mé, c6 thé tang lidu khodng 25% so lidu khéi dAu. Giai doan cam (ng mé c6 thé
thaythébéngcéchg&yméquadm)ngkhldung.Tro'r;gMnghvpdékhéng.tbng"buo.smglkgcoméduvcsbdung
@8 cam (rng mé, nhung & lidu I6m hon ny ciing ¢6 thé kéo dai giai doan hdi tinh. . g
Onguonontrénsombl,benhnhanblsuynhuqchaybibenhmantlnh,Iléudanggldmdangkb,vlduglémxudngd_'ds
-0,15mglkqkhldﬁggnam)ngtlnhmachu'ongzo—wguyvéwtécdungsau2phm.mongmu0ngngu&ik?ntrsn60
tudi khong sir dyng tién m thl cAn lidu cao midazolam hon & cam tng mé, khuyén céo ding lidu khdi ddu tir 0,15 dén
0,3 mg/kg. B&nh nhan bj nhidm khuén nghiém trong hoéc suy nhuge ma khdng str dyng tién mé thi phai sir dyng lidu
midazolam thap hon d& cam (rng mé. Thong thudng lidu khdi dAu tir 0,15 dén 0,25 mgrkg 14 A0, ~ ‘
Thanh phén an thdn trong gy mé phéi hop W 1
Nguoi lén - s o} e ) -
Cb thé st dying midazolam nhu | thanh phin gy an than trong gy mé phdi hop bing céch hodc st dung nhirmg
lidu nhé ngét quang qua dudng finh mach (iidu tir 0,03-0,1 mg/kg) hodc truydn lién tyc qua dudng tinh mach (lidu tir
0,03-0,1 mg/kg/gidr), dac biét két hop véi céc thubc giam dau. Lidu luong va khodng céch gitra céc lidu thay adi tay
thudc vao phan (rng ciia tirng bgnh nhéan. ; )
& ngud 16 trén 60 tudi, bénh nhan suy nhugc hay c6 bénh man tinh, s& diing lidu duy trl thép hon.

An thén trong chdm séc tich cyre il Sy iy i

Mirc 86 mé mong muén duge thyc hign bing cach do lidu midazolam bing dudng truydn lién tuc hodc tiém bolus
ng‘tqulng,&t:‘lyﬂ\ooyouolu[lrnsang.tlnhtrengﬂlédnlt.wvasuph&hvpm (xem myc Twong téc, twong
ky, cia thuc). L B R L I

o

Nguoi Ién ks
IJéutlnobnqquadubngUnhmdw:O,OSdénO.SnwuomchammgohuongungdAn.M&l&ntsngdéngo1¢4n
2,5mgn0nduqcﬁ&ndalhon20-309l0y66kh°in90‘°hglﬂa2wnwngIlénﬁépl&thﬂl.OGﬁanhnh&\gﬂmlw
lrgng méu, co mach, hoic ha than nhigt, lidu tin nén dugce gidm hodc bd qua. Khi két hop véi cac thude gidm
dau manh, thubc gidm dau nén durge sir dyng trréc 08 tac dyng an than cla midazolam vn an toan khi thye hign do
lidu do cac thubc gidm dau cling cd tac dung an than:, | ' ' ' ;

Lidu duy tri qua dudng tinh mach: c6 thé sir dung cac Iidu tir 0,03 61 0,2 gior. O’ céc bgnh nhan gidm leu lugng
méu, co mach, hodc ha than nhiét, liu duy trl nén duge gldm. Nan dénh gid ddu ddn mure d an than, Khi s dyng an
than trong theri glan dai, cé thd xay ra dung ngp va phai tang lidu. ‘ ) ' s

Tré em o
7ré so sinh va tré nhé hon 6 théng tudl o WA G LR
Nén truydn midazolam (i8n tyc qua duemg finh mach, bit dAu véi lidu 0,03 9o (0,5 ) & tré so sinh
thidu théng < 32 tudin thal holic 0,06 mg/kg/gltr (1 kg/kg/phit) & trd 8o sinh > 32 tudn thal va 8 thang tubi.

Khong khu, &n céo sir dyng lidu thn cong qua dudng tinh mach & cac tré so sinh thidu thang, tré sor sinh d( thang va tré
nhéhans)t!htngtubl, wu tién tiem truydn nhanh trong mt vai gi&r adu a8 dat duec ndng 6 didu tri huyét twong.
TdcdouuybnnOnduvcdlnhglllaldnlh.nvhlhuanﬂxwln.“obl‘luu'%W“ﬂ“ﬂﬁﬁuymu thidu ma
vén hiéu qua va gidm kha nang tich Idy thubc. o T
Theo d6i cAn than nhip ho hép va sy béo hoa oxy. ’ ARIEIRRL S
7ré em trén 6 théng tuél o e 4 & o ke " -+
& céc banh nhi agt ndl khi quén va thdng khi, lidu tan cong tir 0,06 ,2 mg/kg tiém cham d ong
m.ahnnhmazacn3pnotnnlmucdlnhhl0uquutmunamnomudn.KhOngnonumnhanh“nh
dudng tinh mach. Lidu tAn cdng tiép theo dugc truydn lién tyc voi lidu 0,06 dén 0,12 b
& 2uwphm),mcaowymoomiunaholcnﬂm(wmunuMzs%mmwcaowyénmm

D N e o PR, o6 thé bd sung thém lidu midazolam qua dudmg tinh mach nhim lam
ddi cAn th@n nhip ho hép va sy blo hoa oxy. " 4
€ P, 10 S i 41kt 15, g s g o s
___Trén céc dél wong déc bigt B -




Bénh nhan suy than
O nhong bgnh nhan it) d hoc cila midazolam fidu dom dudng
MNn(dom-nhMaunnmuonwm)vamm b1 K60 dél & nhamg bah

tidm finh mach tuong ty trén nhimg nguwi tinh khoe manh. truydn
ghtncdpum.mmui-nuungblnnoomdm-?mambonhn"‘"”y"""(”“’dmmm -
nhng bénh nhan didu trf cAp ciru) tang 1én do tich Ity a-hydroxymidazolam glucuronide o
m:;ommmnmmnhmmmmnnm(aowﬂhmmdmwmw U g e
y N

Bénh nhan suy gan 3
Trén bénh nhan suy gan, gidm thanh thai midazolam 1iém finh mach kém theo tang thor gian bén thél. VI
M"Cdum|lmun%.co?h&monhvtkboda'hm.&u.mgmmmund’:';nnmwwdhhw (xem
myc Cénh béo va thin trong khi diing thudc)

Iré em

Xem théng tin nhu trén va xem myc Canh béo va thin trong khi ding thube.

Huwémg diin céch sir dyng .
Thube chl ding mot IAn cho bénh nhan va nén sir dung ngay sau khi mé ndp: Khéng dugre sir dyng néu nhur phét hign
©6 tidu phan la. Loal bd bét cir phdn dung dich nao chura sir dyung hét.

Khi tiém truydn lign tye, dung dich thubc tiém midazolam o6 thé dugc pha loang véi ty 18 15 mg midazolam véi 100 -
1M0nﬂduqu|uudhy:m0.9%;domm5%.d.xtww%vidungdidlmngumw

CHONG CHI DINH
Bénh nhan qué man cam vél nhém benzodiazepine hogc bAt ky thanh phan cda thude.
sCrdungﬂwécn‘ydlmmlnﬂnhd&volc‘cbhhnmnblwyhohlpwhmmm‘cwyhohlpdp.
CANH BAO VA THAN TRONG KHI DUNG THUOC
Midazolam cAn duorc chi dinh b céc bac sT o6 kinh nghiém trong viéc theo dbi va hd trg chire nang hd hép, tim mach
vnwinncmgrwooauvcaoouoaocwmuwocnmnutuxawucucmmwmnwgbmwm
hoMpvam.cacpMnmgbduvenghwmmvcﬁmmmaawcuoao.cnangb.opbmsuyqumhoMp,
rwngma.mmwwnm.thgwcbaedonlmmongnhuvayeonn»uwmmxnymmwn
qutnhanhhoccmdongubuuo(ummccm.Movamnmgkmmmm).chacwmmmmwi
dinh an than c6 y thirc & nhing bénh nhan bj suy gidm chirc néng hd hép. "
Tré em
Bonhnmdualemnqwa;cbmd!uucwmmMpwglunmkh(,dHaapnumhunmdoubuvom‘mg
wngnhaalnmagtucwngumung.mnnanhnmdannbmupvuvuoho-oxydnm‘n. :
munnnb&mmmmwn.dnmoowoonhnmwmnmmm.vlnﬂwmmmeomcnmydmmc
nhau nén céc triéu chirmng qud lidu c6 thé xay ra - N
Phiim‘nuwgmu‘:dungmldnzolamchodcbonhnhlnmuocvwwmnguywm:
- Ngudi I6n trén 60 tudi ,
- Bénh nhan bj bénh man tinh hodc suy nhugc:

+ Suy ho hép man .

« Suy than man, thidu néng gan hogc suy chirc néng tim

«  Bénh nhi c6 bt thirdmg vé tim mach e B« )
cocbonhnhmmuocnhannayn’:dunglwumtpnon(xomcm-dnng,mudnng)vaphua\mmoowunma&
phat hién sém cac déu hidu thay ddi cba céc chirc nang sbng. e 31
mmmmwmmmamummmwutns&mmnwunmw S ,
congwaavaucmécoceumhummmqmwdcmécqunw.dnmmacwwwdm
midazolam cho céc bénh nhan bj chimg nhuge co'. RS AR R
wmmmwmummwmmwmmmwwm
cham séc tich cye.
L§ thudc thubc e " 5 o . i
mmidazollmduvcs&dungd‘olylnlhlntmngMamdllbmmwclldlwc.ooﬂqiynummu
muouhubc.NguywxiyulﬂhuOclmécﬁIQmquMIM:&dwnMgﬁnd‘uM-wawwMMm
nohondb&mmmééﬂnu’lmm‘nwuvtrruhiy(xommyc]’kdmmongmm_én)", sl Fi B
Tmmwnmmmwmmmmmmumm,eowx.iymumnmnmuocmpo
@6, khi ngung sir wugcy,nucmummngmgmuéc.cacmummoouucounymnhocnu.
@au co, o 8u, céng ,ldothng.mlmlln,mgl‘n,m‘(m&lltDyd@lIghqnh\iogugyloow.nwy‘nm
nén gidm lidu tir tir treé khi ngung thuée. i
wdazalamolymmme(mmmmM&WWwamwtmnhd\hm
vtphluM),Mghnk‘od‘lMcdeyMnman“pd‘n sir dyng. Triu chimg ndy kéo dal cé thd gay
nmoudvlnaibbmhmﬂnnpoolwauvcxu‘tvbnuumﬂum.&ummwﬂn‘nﬂm‘zﬂm.b‘mnh‘nqﬂ
auqcxwmn.ymmammmwwmm. = A A e il 4
o:couoc‘ovbe‘cpmnmwmwxmm,wwmmuﬁu(booqumwgmm@
vamnw).wm.whh.wuo,gnyw.kammumwmhqnhhunomumwmmuumm.
cacpnAnongmwﬂmuomuovmmumm.wwnymaowamwmmowm
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Cng nhu céc b pine khac, fam nén tranh & nhimg bénh nhan cé tidn slr nghién rugy hoda ma Wy, |
Rui ro khi str dung dbng théi véi céc thube oploid; B A
Sir dyng 68ng thér midazolam va cac thube 6 thé d&n aén an thin, suy hd hép, hon mé va tir vong, Vi nhimg il
ro nay, viéc ké don adng théi cac thube an n nhu benzodiazepine hodc céc thudc lién quan nhu midazolam véi céc
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807 DUNG THUOC CHO PHY NO CO THAI VA CHO CON BU

Khong o6 6y 00 céc s ligu v midazolam dé danh gié vb 60 an toan cla midazolam trong IGe mang thal, C4c nghién
ciru trén 8ong vat khng cho thy 14C dung ay qul thal, nhung nhim doc bao thal da dugc ghi nhn clng nhy
abi véi céo benzodiazepine khac, Khong o6 84 ligu v trremg horp bl phot nhidm trong 2 théng dlu tién cda )
O e o o v

céc the dung mong me nguy oo . logn
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fung tnede khi ding.

xin hol § kibn bio uf,

p mong mudn 08P Phil khi ad dyng thube. A

Do 66 khdng ndn 8 dyng midazolam trong Kbo mang thal trir khl thit sy ohn 1L N8N tranh s dyng rong sinh md.
Phil chi § 880 nguy co xily ra 881 v ird 8o sinh khi s dyng midazelam cho bt ky gidi phiu ndo gln ki han sink nd,
Midazolam di qua s0a me vé1 krgng nhé. Cac ba me cho con bi Guge khuybn cdo cho con ngung bd stra me 24 g
sau khl 80 dyng midazolam

ANH HUONG CUA THUOC LEN KHA NANG LA XE, VAN MANH MAY MOC

An thiin, mt trf nhé, kém 18p trung v suy chire ning co ¢ thd nh hudmg bt ki 8n kha nling 14l xe vi vin hanh méy
mtmmmmmmmmmhmmwnunmmm
hanh méy cho 8én khi binh phyc hodin todn. Béc s sd Ginh khi ndo nén bt adu sl céc hoat Gdng
40 khi xult vidn phil cd ngudi @ kidm.

TUONG TAC, TUONG KY CUA THUOC

Twong the:

Tuong tée duge dpng hoe

Midazolam duge chuydn héa bdi CYPIAL. ;
Céc chit (rc ché va cm ng clia CYPIA ob khi néing lam va gidm ndng 69 midazolam twong, va do
u,mmmmmmmuwwwmm, e

Cibe twomg i duge 8ng hoc clla midazolam vi cac chil (rc chd hodc cam (mg CYP3A4 1 rét hom kil ding Budmg
ubng 50 vii Gutmg finh mach, Vi CYP3A cling o6 & udmg By héa dudt v gan. DI vl Buomg ung, ¢ 0 thanh thél
unpanamhmmuumwmmwvmmmwmnmuwmnwm.
mmmmmmmm,wwmmwmmwmmmmwmaﬂucww
30 nhé trong khi thé glan the dyng cb thé kéo ddi. Tuy nhidn, sau khi ding iy kéo dai cila midazolam, cd cudmg 06
va thr glan tac dyng s8 ting 18n khi o6 sy hign didn clia sy (rc ché CYP3A4,

Khdng ©6 nghién ciru ndo o6 slin vb sy thich img clia CYP3A4 irén duge 60ng hoe cla midazolam sau khi tiém bip
v8 ryc rdng Ngudr ta cho rling nhimg tuomg the ndy 81 vé idm trye triing 88 It 18 rdt hon 80 véd dudmg udng vi
durémg tidu héa dugc bd qua, trii lal sau khi tém bAp th dnh hudng cia sy thich dmg clia CYP3A4 khang khac bigt
ang kb 50 vé1 ¥om finh mach y .

Do @6, nén theo ddi cin thin céc higu (mg 1am sang va cic dbu hidu s8ng trong qué trinh sir dung midezolom, xom
x61 riing ching o6 thd manh hom va kéo déi hom sau khi dang adng thé vén mdt chit ire ché CYP3A, ngay ci khi chi
mwhmynmmmwmwmmmmmmmmwwm
monh.vvdvmmmmmwwwﬂmwumm@mw_mw“nnmm
hp, do d6 chn didu chinh Bdy,

DAi vér chit cdm img, cin bidt ring qué trinh cdm (mg chn vili ngdy 88 dat duge higu qua 141 da
8 18 tan. DIdu tr} ngln han vii mt chilt cdm img (khdng gibng nhu Gdu tr] val ngdy véi mt cht cdm (mg) duore dy
kién 58 din 3bn twong tee thude it 16 hon véi midazolam. Tuy nhidn, 881 vér céc chilt kich thich menh, mdt cdm
(mg thich hop ngay cd sau khi gibu i hen khang thd dugre log! trir

Chura 6 biing chimg cho thiy midazolam o 1am thay d8i duge @dng hoc cla cac thubc khic.

Nhong thube ire ché CYP3A

Thudc khang ném nhém Azole &
- Ketoconazole 1dm ting 80 huyét tuomg clia midazolam ding dudmg finh mach gép 5 IAn trong khi thot
w:n&n‘mmmmmmmnhmwmummw.&
duge thye hidn trong mdt dom vi cham sde dbc bidt (ICU) hodc oo s& ob trang thidt bl twong tw ma dugc ddm bio
9i4m sét 1am sang chit chi va quan Iy y t phd hop trong tnrdmg hop suy ho hilp vivhodc an thin kéo dal. Nén can
nhéc ibu gly chodng va vidc chinh libu, 8dc bigt ndu dong nhidu hom mdt idu don midazolam Bém finh mach.
D4 xultt turomg t cling o6 thd ép dung cho céc thubc khang ndm nhém azole khéc. DAl cb céc béo cho cie thube
ndy lam ting tic dyng an thin cida midazolam tiém tinh mach, mc di i hom._ J

- Posaconazole lam tiing khoding 2 lin ndng 69 trong huydt tong cia midazolam khi ding dudmg finh mech
myuymm_pmmv?\gmmMaummmummmmmmm.mw
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Khéng sinh nhém macrolide e

+ Enythromycin 1am tang ndng @9 trong huyét twong ciia midazolam khi ding dudmg Uinh mach khodng 1,6 - 2 lAn
6bng thér tng thin glan ban hiy cla midazolam 8n 1,5-1,8 ln.

B mmmax‘m“mwmmmmz,smmwwwwwmm
midazolam ién 1,5-2 -31

Théng tin b sung tir midazolam dudng ubng )

+  Roxithromycin: Trong khi khdng c6 0 théng tin vé roxithromycin a8 véi midazolam dudmg finh mach, cb dnh

mmmmmmmumwo:zmhnmmm téc dyng ca roxithromy-
cin 641 vé midazolam ding dudmg Tnh mach cb thé rt nhd.

- Saquinavir v cac cht irc ché protease HIV khic: Ding ddng thé vér cic chilt (e ché prolease c6 thd iam ting
nhibu ndng 69 cda midazolam. Khi phdi hop vo1 ritonavir-lopinavir ting cudmg, ndng A6 trong huyét lrong cla
midazolam qua dudmg finh mach tang 5.4 Ian, ddng therl thing thér glan ban thai. Néu midazolam dudmg Bém dugc
ding chung véi céic chit ire ché protease HIV, vidc thidt l9p didu trf nén theo md 14 trong phiin trén gibng nhu thube
khéng ndm azole, ketoconazole.

Théng tin 68 sung tir midazolam duémg ubng

Dya trén dr igu cho cc chilt irc ché CYP3A4 khac, ndng 89 trong huydt twong clia midazolam dy kién cao hom

dang kb khi midazolam dugs ding dudmg ubng. Do 86 cic chit irc ché protease khdng nén duge ding chung voi

midazolam ding dudmg ubng. :

Thubc chen kénh canxd

- Ditiazem: Mot 5bu Gom diltiazem 1am Ling ndng A4 trong huyét rong clla midazolam ding dudmg inh mach khodng
25% va thoi gian ban hy dugc kéo dal 43%, - - = »

Théng tin b sung tir midezolam dudng uéng " '

- - Verapamil / ditiazem Iam tdng ndng 89 trong huyét trong cilla midazolam dudmg ubng twomg Gmg 16n 3 va 4 lhn,
Théi gian ban hiy cia midazolam tng twong (mg 41% va 48%.

- mmanuynmwuhn&ucomanmmmmmmmum

Théng tin b sung tir midezolam uwéng

. Mmdonoh 1am tang ndng a0 trong huydt twong cla midazolam qua Budmg ubng 4.6 Ihn va tBing thér gian ban thai
18 . i

. x;ummynmn&naomnwmuhmmmmobuhmwm/m

thir tiing thin gian ban thél khodng 2 An. ‘ ‘ TR

- Rifampicin IAm gidm nbng 9 trong huyé! long clla midazolam qua dudmg tinh mech khodng B0% sau 7 ngdy ding
ffampicin 600 mg 1 lAn/ngdy Thir glan ban hiy gldm khodng 50-80%.

Théng tin b8 sung iir midazolam dudng uéng ;

- Rifampicin lam gidm ndng 00 trong huyét twong cila midazolam dudmg ubng B6% & cdc 88l tuong khde menh vé
94n nhu hoan toan mét 8l tée dyng vé 1am thin, "

- Carbamazepine / phenytoin: lidu I§p gl clia carb pin holic phenytoin lam () twong clia
mmmuw‘mwmwwwwwmuﬂw{mm b b

- Efavirenz: Lam tang gdp 5 idn 1y 19 chét chuydn héa qua CYP3A4 14 a-hydroxymidazolam so véi midazolam khing
Ginh the dyng gdy cbm Ung CYP3A4 cdans, T A a | : !

- St John's Wort lm gidm ndng 8¢ trong huydt trang cla midazolam khodng 20-40% 68ng thari lam gidm thér glan
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| Céc vi dy bao gbm céc din xudt oplates (aurge sir dyng nhy thubc gidm dau, thubc chéng ho hode prae
@du tr thay thé), thuc chéng loan thén, cac thudc benzod khéc dugrc st dyng nhu thudc an than hode thubo

ngl, céc barbiturate, prop i trdm cam sn khéng histamin H1 thubc
. ha huybt ap tdc ddng trung tam #

| Rugu o6 th 1am ting 8ng k8 téc dyng an thin cda midazolam. Bénh nhan nén trénh ubng rvgu frong =
| trwdmg hop sir dyng midazolam (xem myc Canh béo va thin trong khi ding thube). i s

| Midazolam 1am gidm ndng a0 18] thidu trong phé nang (MAC) clia thubc gy mé dutmg ho hép. . E

| Thubc oploid; vide sir dyng a8ng thir céc thube an thin nhu benzodiazepine hodc c4c logi thube lién quan

| nhu midazolam vé opiold 1am tAng nguy cor glly mé, suy ha hap, hdn mé va ki vong do tac dung phy trdm

! cAm cla céc chat irc ché thin kinh trung wramg. Liu lrgmg va théi glan sir dyng 8bng ther nén han ché

(xem myc Cénh béo va thin trong khi ding thubc). 4 i

Tuwong ky:

Pacifiam khong durc pha losing vé céc dung dich 18m truydn khac ngodl céc dung dich dugc d odp trong phin
Huwémg diin céch sir dyng,

GAn kidm tra sy tromg thich truée khi sir dung néu pha tron vél cac thubc khac.

albumin, amoxicillin natri, ampicillin natri, b
furosemide, hydrocortison natri
hiop natri hodc trimeth at

Khél duge tao thanh ngay tidp theo sau hinh thanh két tia trdng khi pha véi nafcillin natri. Khéi duge tgo thanh khi
pha vé&i ceftazidime,

P natri, perp! P

] héng nén pha mid vér ir, albumin, alteplase, lam dinatr, di i flecainide ac*
"| etate, fluorouracil, imip , meziocillin natri, phenobarbital natri, phenytoin natr, p | Ib
natri, theophylline, trometamol

TAC DUNG KHONG MONG MUON n

;, Duéi aay 1a nhimg tac dyng khdng mong mudn aa dugc bao céo khi ding duwdng tém midazolam,
Thn suét géip phai tac dyng khdng mong mudn duge quy dinh nhir bang dudi day: ’

Rét thudmg géip 2110
Thudmg gép 2 1/100 - < 1110
| osp = 111,000 - < /100
| [ Hém gap 2 1/10,000 - < 1/1,000
1 |_Rét hiém gap < 1/10,000 b
1 Khdng rd Khong thé uéc lrgng dugc tir A& ligu cb sdn "
Réi loan hé mién dich: i T
1
| Khong r5
| Phan img qué mén (phan img trén da, phan (mg trén tim mach, co thét phé quan), séc phan vé, phix mech.
| Réi loan tAm thin: : L
Kntng 16 ereaam fyr Ed e ok

" Trang thai hoang mang, tam trang hung phén, 40 gldc, mé sang, . A gl e :
| Céc phén mg nhur kich agng, cir a9ng khéng t nguyén (bao gdm co cimglco gigt va-run co), hidu dong thal qua,

An than kéo dai, giam tinh téo, budn ngd, nhirc dlu, mét, mAt didu hoa, an thin sau philu thudt, mat tri nhé thugn
chidu, ther glan clia tae dyng c6 lién quan trye tiép aén lidu dung. Chimg mét tri nhé thudn chidu vin c6 thd xudt hign
 vao cubi quy,irinh va trong céc tnrémg hop riéng bigt, chimg mét trf nh¢ kéo dai a8 dugc béo cdo. it g

Co gigt d& dugc béo céo & tré sinh non va tré-so sinh, 5 1, WL I T SRS RE 4m 342

Khong 6 LD R TIVE R
| Mét ma), ban 48 v dau tai chd 4ém, viem tc finh mach, huy8tkh8i, v et Tl e wn e
Chén thuong, 0g0 dbo va bifin ghmgi |+ |1 N e et e SR et e e L
'4'5" » £t HE o Hy A N TR M G G T Ml R gt -«Qw,x{.:‘vw /;""\:
, Nguy co 16 nga va géy xuong tang |én & nhimg ngudi dung 88ng théi nhidu thude an than (ké ca 63 ubng cd odn)
va & nguor cao tudl. e S st gt Gl
¢ n &mg ¢6 hyl g¥p phal khi sz dyng thude .

1
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* Glbng nhu céc thubc benzodiazepine khéc, midazolam thudmg gy bubn ngd, mét didu hoa, n6i I4p va rung gidt nhan
‘du.mulpnidawamhl‘dec:ho:cd‘nuMM\gMum&mdamml‘,MebNdh chimng
- mét phn xg, ngimg th, hg huybt ép, suy tim va trong nhimg tnséng hop hiém s& din dén hdn mé. Hon mé, ndu co,
4vwg?uynmmwmmwmluowmwmwuw,auwubnh bénh nhan cao tudl. Tac dung
+ e ché ho hép do benzodiazepine nighidm trong hom & nhirng bénh nhan bj bénh ho hip. b

' Céc benzodiazepine lém tang téc dyng cla céc chét irc ché thin kinh trung vong khdc, beo gdm alcohal,  ~ ~*

wﬁl . v s 5 ¢ of

4
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jmmmmm,Tmmm,mwwﬂdﬂd!‘ufﬁwmwmmmwmm
1N‘ulbnu6tblng'mwd_n chéin sy hép thu bling phiomg thich hop, vi dy: idu ] trong 1-2 giér vél
i nh.Nhawmmnh.mcmvomuMMpm“c vl bdnh nhan budn ngd. Trong
@Wmmummm.ooummumma.uy.mmmuymupmnmmmm;
!mmmmemngmhmm,hlymnw\ﬂcl&dwmllumw.wmhdﬂm
EWMmuéc}wymmMWhnwww‘Noeomummmmtn(mungmaw).oo«m
2mundungnmmmnuctndwcmoodoiuummd\moﬁano-uyo«lm.Flumu.n«auqm‘m\mMunmm.n
trong khi ¢6 thubc lam glam ng ©0 gidt (vi dy nhus thudc chéng trdm cdm ba vong). Tham khdo thdng lin ké toa cho
| fumazenil 64 biét them thong tin vé vibo siz dung ding loal thubc nay. ‘ i
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DAC TINH DUQ'C DONG HOC

Hép thu sau khi tiém bép
Sy h&p thu midazolam tir md co nhanh chéng va hoan toan. Néng dd tdi da trong huyét tvong dat dugc trong 30
phit. Sinh kha dung tuyét déi sau khi tiém bAp 12 trén 60%. i

Hép thu sau khi sir dyng qua duong trye trang

Sau khi str dung qua dwdng trye trang, midazolam dwgc hdp thu nhanh. Néng dd téi da trong huyét trong dat dugc
trong véng 30 pht, Sinh kha dung tuyét dbi 1a 50%.

Phén b6

Khi midazolam duworc tiém qua dudng tinh mach, duéng cong vé theri gian — ndng d¢ trong huyét twong th hién sy
phan bd mdt hodc hai pha khéc biét. Thé tich phan bd & trang thai &n dinh tir 0,7-1,2 I/kg. Khodng 96-98% midazolam
lién két véri cac protein trong huyét tuong. Sw gén két chi yéu véi protein huyét tirong albumin. Midazolam di qua dich
nao tlly khong dang ké. & ngudr, midazolam dé dugc chirng minh di qua nhau thai chdm va c6 thd di vao hé tudn hoan
cla thai nhi. M8t ligng nhé midazolam ciing dugc tim thdy trong stra me.

Chuyén héa

Midazolam bj dao thai hoan toan du¢i dang bién ddi sinh hoc. Khodng 30 ~ 60% lidu st dung duge chuydn héa qua
gan. Midazolam dugc hydroxyl héa béri céc isozyme clia cytochrome P4503A4 va 14 chét chil yéu bai tiét qua duing
niéu va chét chuydn hda trong huyét turong chinh 1a alpha-hydroxymidazolam. Néng d6 alpha-hydroxymidazolam trong
huyét turong 13 12% so véi midazolam. Alpha-hydroxymidazolam la mot chét ¢6 tac dyng dugce Iy, nhung chl déng gép
t8i thidu (khodng 10%) tc dyng clia midazolam ding qua dudng tinh mach.

Ddo thai
& nguri tinh nguyén khoé manh, thori gian ban thai clia midazolam & gitra khoang 1,5 — 2,5 gi&. B9 thanh loc khodng
300-500 mi/phut. Midazolam chil yéu dao thai qua than (60-80% lidu sir dyng) va dugc tim thly dudi dang lién hop
alpha-hydroxymidazolam glucunonat. Khong qué 1% lidu st dung dugc tim thAy trong nuéc tidu dusi dang khong
thay di. Khi tiém truydn midazolam qua dudng tinh mach, ddng hoc ctia qué trinh dao thai khong khac so véi khi
tiém nhanh mot 14n véi lugng lén.

Ngui 16n trén 60 tudi, thevi gian ban thai cd thé kéo dai dén bén IAn.

Tré em

Mirc 46 hép thu qua dwdng tryc trang & tré em clng twong ty nhir & ngudi Ién nhung sinh khé dung lai thép hon
(5-18%).Th0igianbénthéisaukhist)dungquaauongﬂnhmachvadubnqwctrﬂngnhdhonh)1-1,5l&ndtr03-10
tudi khi S0 véi nguedi I6n. Sy khéc biét nay 1a do d¢ thanh loc & tré em cao hon.

Tré so sinh

O tré so sinh, thei gian ban thai trung binh dat tir 6-12 g, nhidu kha néng la do chirc nang gan chura phét trién hoan
thién va a4 thanh loc bj gidm xubng (xem Canh béo va than trong khi diing thuée) ) <
Béo phi £ ‘
Mglanbanméltmngblnhbnguotbéophlldnhonsov(rlngublkh%béophl(5.980V0|2.3W)-NWY‘“"M"
la do th tich phan bd tang 1&n khoang 50% tinh theo trong lrgg co, th. B9 thanh loc khdng c6 sur khac biét gitra
bénh nhan béo phi va khdng béo phi. g _ ; o ,
Bénh nhén suy gan . o ) i
MgianbAnthélbbenhnh6nxcrganobmékéodmhanvédomanhlocméphonwvblmwﬂmw
khéemenh(xemctnhbiovim.nwngkhldﬁngmubc) S0 LE A
Bénh nhan suy thén sty
ThbiglanblananhnMnsuthnmntlnhnmngtxmhunhongngubmnhnwyonméom’nh.
Bénh nhan bénhndng i i iy
Théi gian bén thai clia midazolam bj kéo dai hon 6 1an & bgnh nhan bénh néng.

Bénh nhan suy tim . i
& bénh nhan suy tim sung huyét thoi gian ban thi dai hon so véi nhing ngudi khde manh (xem Canh béo va than
trong khi dung thubc). S il i !
QUY CACH BONG GOI ORI ,
0nghﬁyﬁnhkh6f\gn\éu(thﬁyﬂnhloal1)d\0&1ml {

Hop 10 éng x 1 ml

DIEU KIEN BAO QUAN ) i, yar y ‘
Béoquénduﬁ:m"c.Md&mhnh.B&oqu&n&u&W\qumﬂmﬂnhénhs&ng.

HAN DUNG g y nk
Han diing ctia thubc: 36 thang ké tir ngay san xuét

Han diing sau khi pha lodng: R DN
D6 8n dinh clia c4c dung dich pha losing &n dinh vb'mat Iy hoa trong vong 72 gidr & 25°C (xem Hurémg diin cach
.am) 5 D L YA % L Fc o . ' o ' ()
Theoquandbémvislnh.nons&dunqnguyunphémuukhlphalolng.Néukha\gsbdungngay,wghnviﬂumn
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