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Rx
ICUNES CONCENTRATE FOR SOLUTION F

OR INFUSION

Cic diu higu lnu ¥ va khuyen cdo khi dimg thuoc:
THUOC PQC
Doc ky hudng dan triede khi sir dung.
| Dé xa tim tay tre em.
Thudc niy chi dung theo don thude
Thong bao ngay cho bic sy hodc dwge sy nhirng tac dung khéng mong mudn gip phai khi st

dung thude

1. TH /
Madi dng 2 ml chira:
Thémh phén hoat chdt: 236 meg dexmedetomidin HCI twang duong voi 200 meg dexmedetomidin
Themh phédn ta dwge: natri clorid, nude cal pha tiém
a2 DANG BAO CHE
Dung dich ddm dic dé pha tiém truyén
M6 ta: dung dich trong sudt, khong mau. pH tir 4,5 7.0, Po Osmol: 250 — 350 mOsm/kg
3.  CHIDINH
o D& an thin cho bénh nhidn ngudi tredng thanh trong khoa didu tei tich cwe (ICU) cin mite d an
than khéng sau hon mic d§ an than kich thich sau khi kich thich bing 16i ndi (tng voi mic 0
dén -3 theo thang diém danh gié an than - kich dong cta Richmond (RASS))
o Déan thin cho bénh nhan ngudi treéng thanh khéng dit ndi khi quan trwde va/hode trong chén
doan hofic phéu thudt yéu ciu an thdn, nhw an thén theo quy trinh/an thén tinh téo.
4.  CACH DUNG, LIEU DUNG
Dé an thin cho bénh nhin ngudi trwéng thanh trong khoa didu tri tich cye (ICU) cAn nite d§ an
thin khéng siu hon mike dj an thin kich thich sau khi kich thich bimg 1o néi (dng véi mic 0
dén -3 theo thang diém dinh gid an thin - kich djng cia Richmond [RASS%)
Chi ding trong bénh vién boi cic chuyén gia y t& co kinh nghiém trong khoa diéu trj tich cyre.
Liéu dung
Bénh nhén da dwgc dat ndi khi quan va an than c6 thé chuyén sang dung dexmedetomidin véi t6c dé
truyén la 0,7 meg/kg/git, sau do co thé diéu chinh theo timg bdc trong khoang ligu 02 — 1,4
meg/kg/gits dé dat duge mirc do an thin mong mudn dya vao dép (g cia bénh nhén. Pdi vai bénh
nhdn suy nhuge, ¢6 thé bt ddu truyén véi toe do thap hon. Dexmedetomidin rt hiéu qua, cin diu
chinh téc dé truyén dexmedetomidin moi gio. Sau khi didu chinh lidu, trang thai an thin 6n dinh méi
diéu chinh c6 thé chua dat dwge sau 1 gio.
Liéu t6i da
Khong nén vugt qua liéu t6i da la 1,4 meg/kg/gitr. Bénh nhén da ding lidu t6i da nhung khong déap
(rng vai mire do an thén cin thiét nén chuyén qua tac nhan an than khac.
Khéng khuyén cdo ding lidu nap dexmedetomidin do 1am ting tic dung khong mong mudn. Co thé
dung propofol hodic midazolam khi cin thiét cho dén khi dexmedetomidin thé hién tac dung trén ldam
sang,
Thai gian sie dung
Khong c6 kinh nghiém sit dung dexmedetomidin trén 14 ngdy. Can phai danh gid dinh ky néu ding
trén 14 ngay. :
Dé an thgn cho bénh nhin ngudi traéng thanh khéng dit ngi khi quan trwdce va/hojic trong chin
dofn hoic phAu thudt yéu cAu an thin, nhw an thn theo quy trinh/an thin tinh tdo.
Chi nén sir dung béi cac chuyén gia y té c6 chuyén mon sir dung thude mé cho bénh nhéan trong phong

phéu thudt hogic trong céc quy trinh chin doan. Khi sit dung dé an thdn tinh tao, nén gidm sat b§nh
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nhan lién tuc bai nhitg ngudi khong tham gia vao quy trinh chén doan hoic phﬁu thuat. Bénh nhén
cin dugc theo dai lién tuc cic ddu hidu som cia ha huyét ap, ting huyét ap, nhip tim cham, suy ho
ht’ip, tic nghén duong tha, ngimg tha, kho tho va/hodc dd bdo hoa oxy. s
Cén cung cip oxy bd sung ngay lap tirc va khi co chi dinh. Do biio hoa oxy nén duge do bang may do
OXy Xung.
Dexmedetomidin duge ding dudi dang liéu nap sau do 1a (ruyén duy tri. Thy thudc vao quy trinh, ¢o
thé cin gy té hodc giam dau tai chd ddng thoi dé dat dugc hi¢u qua lim sang mong muédn. Thudc
giam dau hodic thuée an than bd sung (vi du: thude giam dau opioid, midaznla:p, hogc propofol) dugc
khuyén céo trong tredmg hop cdn thye hign cac thu thudt gy daw don hodc néu cén ting mirc dj an
thin. Nira doi phan b dwge dong hoc cia dexmedetomidin dwge wde tinh 1a khoang 6 phut, ¢é thé can
nhéc khoang thoi gian nay ciing véi tac dung cia cde (hude duoc sir dung khéc khi dénh gia thoi gian
thich hop dé tao ra hiéu qua ldm sang mong mudn ciia dexmedetomidin,
Khai ddu an than theo quy trinh: ' .
- 1 liéu nap 1,0 microgam/kg truyén trong 10 phit. Pbi véi cic thi thudt it xam 14n hon nhu phau thuat
nhan khoa, truyén vai liéu 0,5 microgam/kg trong 10 phiit c6 thé phi hop.
Duy tri thuéce an than theo quy trinh: , )
- Truyén duy tri thutmg duge bit dau o lidu 0,6-0,7 microgam/kg/git va duge diéu chinh de dat duge
higu qua lam sang mong mubn vai lidu tir 0,2 dén 1 microgam/kg/gid. Tée do truyén duy (i nén duge
diéu chinh dé dat duge mirc an than myc tiéu.
Dan s6 dic biét
Ngudi cao udi
Thutmg khong cdn didu chinh liéu & ngudi cao tudi. Neudi cao tudi dudng nhw ting nguy co ha huyét
ap nhung dit ligu han ché vé thude an thén theo quy trinh khong cho théy sw phu thude lidu lwgng 13
rang,
Suy thdn
Khong cin diéu chinh liéu ¢ ngwoi suy thin
Suy gan ‘
Dexmedetomidin chuyén hoa qua gan va phai s dung cén than trén bénh nhén suy gan. Co (hé cén
nhiic giam liéu duy td néu cin thiét.
Tré em )
Tinh an toan va hiéu qua cia dexmedetomidin ¢ tré em tir 0-18 tudi chwa duge thiét 1ap. Cac dix ligu
hién c6 duge md ta trong phdn T4c dung khong mong muén, Dic tinh dwge dong hoc, Dic tinh dugce
lire hoc khdng chi ra dwoc khuyén cdo vé liéu lwgng
Caich dung
Chi ding dexmedetomidin bang thiét bi tiém tmyén c6 kidm soat sau khi da pha loang thanh dung dich
(iém truyén tinh mach. Can xem hwéng dan cach pha lodng thude trude khi sit dung.
f)ng thude chi duge ding trén 1 bénh nhén riéng le.
Dung dich dim dic dexmedetomidin c6 thé pha loing bang cac dung dich dextrose 5%, NaCl 0,9%,
Ringer Lactat va mannitol 20% trong vong 24 gio o nhiét do <30°C.
Bit ky Im,mg thude nao khong sir dung dén phai dugc logi bo.
5. CHONG CHI DINH

—~  Qué mén voi thanh phén hoat chét hodc bét ky thanh phén ta duge nao

—  Block tim d& 2-3 trir khi bénh nhén duge dit may tao nhip

—  Ha huyét 4p khong kiém soat

—  Bénh nhén cé cac tinh trang mach mau ndo cép tinh
6.  CANHBAO VA THAN TRONG KHI DUNG THUOC
Theo ddi
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Chi duoce st dung dexmedetomidin trong khoa diéu tri tich cyc, khong khuyén cdo sir dung trong cac
méi trrong khac. Tét ca cac bénh nhan can dwoc theo doi tim thuong xuyén trong sudt qué trinh
truyén dexmedetomidin. Theo doi vé hé hap trén cac bénh nhan khong dat ndi khi quan do nguy co
gdy suy ho hip va ngimg tho & mét sO truedong hp.

Théi gian d& hdi phuc san khi sir dung dexmedetomidin dugc béo céo 1a khoang mot gio. Khi sur dung
cho bénh nhén ngoai tri nén liép tuc theo doi chit ché trong it nhét mot gios (hodc lau hon thy theo tinh
trang ciia bénh nhin), v&i giam sit y té tiép tuc trong it nhét mot gio nira dé dam bao an toan cho bénh
nhén.

Thiin trong chung

Dexmedetomidin khéng nén dung lidu bolus va trong ICU khéng nén dung liéu nap. Do do, nén san
sang sit dung mot logi thudc an than thay thé dé kiém soat cép tinh tinh trang kich dong hodc trong cc
thi thudt, dic biét 1a trong vai givr ddu diéu trj. Trong qua trinh gdy mé theo quy trinh, ¢6 thé sir dung
mot lugng nho thuée an thin khac néu yéu cu tang nhanh mire do an thén.

Mot s6 bénh nhén st dung dexmedetomidin dd duge quan sat lhéy 14 dé bi kich thich va tinh tdo khi
dugc kich thich. Néu chi don thudn c6 biéu hién nhu thé ma khéng co thém cic ddu higu va triéu
chimg 1dm sang khéc thi khong nén xem la bing chimg cua viéc thude thiéu hiéu qua.
Dexmedetomidin thong thuéng khong giy an than siu va bénh nhan c6 thé dé dang tinh lai. Do do,
dexmedetomidin khéng thich hgp ¢ nhitng bgnh nhin khéng dung nap tac dung nay, vi du nhitng bénh
nhén cdn an than sdu lién tuc.

Dexmedetomidin khong nén dwoc sir dung nhir mét téc nhan gy mé tdéng quat dé dat ndi khi quan
hodc dé an than trong khi st dung thude gian co.

Dexmedetomidin khong c6 tdc dung chéng co gidt nhw mot s6 thude an thin khéc va do d6 s€ khong
chong co gidt.

Cén than trong néu két hgp dexmedetomidin voi cac chét khic ¢o tac dung an than hofic tac dung (rén
tim mach vi tac dung hiép ddng cé thé xdy ra.

Dexmedetomidin khéng duge khuyén céo dé an thin co kiém sodt cho bgnh nhan. Di liéu diy du
khéng c6 sin.

Khi sir dung dexmedetomidin cho bénh nhan ngoai trd, thong thudng bénh nhén nén duge chuyén dén
sw chidm soc ctia bén thir ba. Bénh nhén nén tranh l4i xe hodc cac cong viéc nguy hiém khac, néu c6
thé, cin tranh sir dung céc tac nhan khic co thé gy an thin (vi du: benzodiazepin, opioid, rugu) trong
mot khoang thoi gian thich hop dwa trén téc dyng quan sat duroe cua dexmedetomidin, quy trinh, thude
ding ddng thoi, tudi va tinh trang cua bénh nhén.

Cén thén trong khi ding dexmedetomidin cho bénh nhén cao tudi. Bénh nhén trén 65 tudi co thé dé bi
ha huyét ap hon khi sit dung dexmedetomidin, ké ca lidu nap, cho cc thu thudt. Giam liéu lwong cin
duge xem xeét,

Téc dyng trén tim mach va thin trong ;
Dexmedetomidin lam giam nhip tim va huyét ap (hong qua than kinh giao cam, liéu cao
dexmedetomidin gdy ra co mach ngoai bién dAn t6i tang huyét ap. Dexmedetomidin thudng khong gay
an thin sau do d6 bénh nhan d& tinh lai. Dexmedetomidin khong phi hp & bgnh nhan khong dung nap
cic tac dung nay, vi du nhir & cac bénh nhan cAn an thin sau lién tuc hogc bénh nhdn ma tim mach
khéng én dinh nghiém trong,

Nén thin trong khi ding dexmedetomidin & bénh nhén co tién sir nhjp tim nhanh. Dit li¢u vé tac dung
ciia dexmedetomidin trén bénh nhan cé nhip tim < 60 rat gidgi han do do chn theo dai dic biét doi
twong bénh nhin nay. Thuong khong can diéu tri nhip tim nhanh, nhung cé6 thé dap g vdi thude
khang cholinergic hogic giam liéu khi can thiét.

Bénh nhén ¢6 thé luc cao va nhip tim chdm khi nghi c6 thé déc biét nhay cam véi tic dung lam nhanh
nhip tim cia cac thude chi vén thy thé alpha-2 va di ¢6 béo cio vé nhitng trwong hop ngung nhip
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xoang thodng qua. Ngodi ra, cdc trudng hgp ngimg tim, thudng xay ra do nhip tim chim hodc block
nhi that, di dwgc béo co.

Téc dung ha huyét ap cia dexmedetomidin c6 thé nghiém trong hon trén cac bénh nhén ha huyét ap
sin ¢o (dic bigt néu khong dap tmg véi thude vin mach), giam thé tich tudn hoan, ha huyét 4p man
tinh hodc & cac bénh nhén suy giam chirc néiing tdm thét trim trong va ngudi cao tudi. Cén theo doi dac
biét cac bénh nhan ndy. Thudmg khong can diéu tri riéng biét tinh trang ha huyét ap nhung néu can
thidt cin phai xir ly bing cdch giam lidu, truyén dich v&/hodic ding thube van mach.

Céc bénh nhan suy chire nang thin kinh thyre vét (vi dy nhu do (On thuong tuy sdng) co thé cé sy thay
dbi vé huyét dong ré rang hon sau khi bit ddu ding dexmedetomidin do do cin phai th@n trong trén
bénh nhédn nay.

Quan sét thy su tang huyét 4p thoang qua, chii yéu 1a khi dimg liéu nap vi lién quan dén tic dung co
mach ngoai vi ciia dexmedetomidin vi thé khong khuyén cdo ding liéu nap. Thong thuang khéng cin
phai diéu tr tang huyét 4p nhung 6 thé giam 8¢ do truyén khi can thiét.

Co mach tai chd do ndng do cao cé thé nghiém trong trén bénh nhén lhiéul méau tim cuc b hoiic bénh
mach mau ndo ning, do do phai theo déi bénh nhan chiit ché. Nén can nhic piam liéu hodc ngimg st
dung néu bénh nhan co du hiéu thiéu mau ndo hoge thiéu méu co tim. :
Cén than trong khi ding dexmedetomidin cting voi gdy (¢ tiy song hogic ngodi mang cing do co thé
lam ting nguy co ha huyét ap hogic nhip tim chm.

Bénh nhéin suy gan

Nén than trong d6i véi bénh nhan suy gan ning vi licu qua mirc ¢6 thé ting nguy co xady ra cic tic
dung khong mong mudn, an thin qua mic hofic kéo dai tic dung do giam dd thanh thai
dexmedetomidin.

Bénh nhén réi loan thin kinh .
Kinh nghi¢m trén bénh nhén r6i loan thén kinh nng nhw chan thwong dAu va sau khi phéu thudt than
kinh con gidi han, vi viy cin thin trong trén bénh nhin nay dac bigt néu cin an thin siu.
Dexmedetomidin c6 thé 1am giam méau néo va ap lre ndi so do do cén cAn nhic khi lya chon.

Khic

Cic thude chit vin thy thé alpha-2 hiém khi lién quan dén cic phan g do ngung thude dot ngdt sau
khi ding kéo dai. Can cén nhic kha ning nay néu bénh nhan c6 dan hiéu kich thich va tang huy€t dp
ngan sau khi ngung dung dexmedetomidin

Dexmedetomidin c6 thé gy tang than nhiét, co thé khang lai cic phwong phdp lam mat truyén thng.
Nén ngimg diéu tri bing dexmedetomidin trong trudng hop st kéo dai khong ro nguyén nhén va
khong duge khuyén cdo sit dung cho nhimg bénh nhin nhay cam vai tang thén nhigt ac tinh,

San phidm chira it hon 1 mmol natri (23 mg) trén mbi mL, nghia la vé co ban la "khong c6 natri'.

7. SUDUNG THUOC CHO PHY NU'CO THAI VA CHO CON BU

Thai ky

Khong c6 hofic chi ¢6 thong tin han ché vé viée sir dung dexmedetomidin & phu nit c6 thai.

Céc nghién ciru trén dong vét cho thiy ddc tinh sinh san. Dexmedetomidin khéng nén duge sir dung
trong thoi ky mang thai trr khi tinh trang lam sang cua ngudi phu nir yéu cAu didu i bing
dexmedetomidin.

Cho con b1t

Dexmedetomidin duoc bai tiét qua stta me, tuy nhién mirc do s& thdp hon gici han phat hién trong 24
gitr sau khi ngimg diéu tri. Khong thé loai trir rii ro ddi vai tré so sinh. Phai dwa ra quyét dinh co nén
nging cho con b hay vin tiép tuc diéu tri bing dexmedetomidin dira vao lgi ich cia viée cho con b
va lgi ich cta viée diéu trj cho ngwdi me.

IKhi niing sinh sin )

Trong nghién ciru kha ning vé sinh san & chudt, dexmedetomidin khong anh huémg dén kha nang sinh
san cta con duc hoiic cii. Khong cé san dir liéu vé kha nang sinh san trén nguoi.
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8.  ANHHUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Bénh nhan nén dwoc khuyén céo khang lai xe hodc thye hign cac cong viée nguy hiém khac trong mét
khoang thoi gian thich hgp sau khi dung dexmedetomidin.

9. TUONG TAC, TUONG KY CUA THUOC

Tuwong tic thube

Céc nghién ci twong tac chi duge thye hign trén nguoi lon

Str dung déng thoi dexmedetomidin véi thude té, an thin, thude ngi va cic opiod c6 thé gay tang téc
dung, bao g(’im tac dung an than, gély (& va tac dung trén tim mach ho llﬁ;). Cac nghién efru dd xac nhén
vé s tang tac dung clia isofluran, propofol, alfentanil va midazolam.

Khéng c6 twong tac dwge dong hoc gitta dexmedetomidin va isofluran, propofol, alfentanil va
midazolam. Tuy nhién do ¢6 kha ning twong téc duge lye hoc khi ding dong thoi, co thé can phai
giam lidu dexmedetomidin hodc thudc (&, an thén, thude ngu va opioid.

Nghién ctra vé sy (rc ché enzym CYP gbm CYP2B6 ciia dexmedetomidin thye hign trén microsom
gan ngudi. Nghién ctru in vitro cho thiy tiém niing twong tac trén in vive giita dexmedetomidin va co
chét cua né thong qua chuyén hoi CYP2B6.

Quan sat thdy sy cam g dexmedetomidin in vitro do CYP1A2, CYP2B6, CYP2C8, CYP2C9 va
CYP3A4 do d6 khong loai trir kha néing cam Ging trén in vivo. Y nghia trén l4m siang chua ro.

Theo két :Juﬁ nghién ciru twong tac thude véi esmolol, nén cin nhic kha nang lam ting thém téac dung
giam huyét ap va chdm nhip tim & bénh nhan dang ding céc loai thufc ciing giy tac dung nay nhu
thude chen kénh beta, mic di céc tac dung cong hgp nay khiém ton.

Twong ky ciia thude

Khéng teon 1an thude nay vai cée thube khéc.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Tém tit ho so an toan

Téc dung khong mong mudn thudng dwoe bdo cdo nhdt gdm ha huyét 4p, ting huyét ap va chim nhip
tim xay ra twong (mg trén khoang 25%, 15% va 13% bénh nhdn.

Ha huyét 4p va chdm nhip tim ciing Ia tac dung khong mong mudn nghiém trong thuong xay ra nhit
trén 1,7% va 0,9% bénh nhéan ¢ khoa diéu tri tich cue.

Bang danh sach cédc tac dung khéng mong muén duge tich luy tir dit liéu cac nghién ciru ldm sang &
khoa diéu trj tich cc.

An thén tinh tdo/ an thin theo quy trinh ‘
Céc tic dung khéng mong mudn duge béo cdo thudng xuyén nhét véi dexmedetomidin trong an than
theo quy trinh dugc liét ké dudi day (cac quy trinh nghién ciru pha III gom cac ngudng da dwgc xéac
dinh trrde dé bao cdo nhitng thay ddi vé huyét ap, nhip hd hdp va nhip tim).

- Ha huyét 4p (55% ¢ nhém dexmedetomidin so véi 30% ¢ nhom gia dige diung midazolam va
fentanyl ¢dp ciru)

- Suy ho hip (38% & nhém dexmedetomidin so v&i 35% & nhém gia duge dung midazolam va
fentanyl cdp ciru)

- Nhip tim cham (14% & nhém dexmedetomidin so voi 4% & nhom gia duge ding midazolam va
fentanyl cép ciru)

Bang tom tit céc tac dung khéng mong mubn: duge phan nhém theo tén sudt: rét thwemg gap (= 1/10),
thwomg gip (>1/100 dén <1/10), it gap (>1/1000 dén <1/100), hidm gap (=1/1000 dén < 1/10000) va rdt
hiém ggp (< 1/10000);

Roi loan chuyén hod vi dinh duwimg

Thutmg giip: ting dwong huyét, giam dudng huyét

it gap: nhiém toan chuyén hoa, giam albumin huyét

Rii loan thin kinh

Thudng gap: kich thich
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it gip: do giac

Raoi loan tim

Rt thudng gap: chdm nhip tim '2

Thutmg gip: thiéu mau cuc bg co tim hofic nhdi méu co tim, nhip tim nhanh

it Piip: nghén nhi thit', giam cung lwgng tim, ngimg tim'

Roi loan mach

Rét thudmg gip: ha huyét ap "2, ting huyét ap '

R&i loan ho hip, ngwe va trung thit

Thuang gap: suy ho hap>?

It gap: kho tha, ngung tha

Roi loan da day rudt

Thutng gip: chong mit’, nén, khé miéng?

ft @ap: chudng bung

Réi logn thin v tiét nigu

Khong ro: da niéu

Réi logn toan thin va tai chd

Thutng gdp: hoi chimg cai thude, tang than nhiét

it gap: thude mét hicu hye, khat nude

! Xem phén M ta cic tac dung khong mong mudn chon loc

2 C4c tac dung khong mong mudn quan st trong cic nghién ciru an thn theo quy trinh

3Ty 18 “thudng gap” trong nghién ctru an than trong nghién ciru hoi sire tich cyre

M@ ta efic the dung khéng mong mudn chon lge

Cén thiét phai diéu tri néu tinh trang ha huyét ap va chdm nhip tim ¢6 y nghia lam sang.

Khi sit dung dexmedetomidin trén cac ddi twgng khoé manh, khong nam trong khoa diéu trj tich cye,
tinh trang cham nhip tim thuémg ddn dén ngimg nhip xoang. Céc triéu chimg ndy 1a phan {mg lai cac
tac nhin khéng cholinergic nnr atropin hay glycopyrrolat. Trong céc trudng hop riéng e, chdm nhijp
tim dit ddn dén vo tdm thu trén cac bénh nhén san c6 tinh trang chim nhip tim. i

Tac dung lam tang huyét ap ¢o lién quan dén vige sir dung lidu nap va ¢ thé giam bang cic tranh s
dung liéu nap hoic giam tdc do truyén hoiic giam liéu nap.

Tré em

Tré em > 1 thang sau sinh cling dwgce theo doi dén 24 gity trong khoa diéu tri tich cwe ciing c6 hd so an
toan twong tw ngudi 1on. Dif ligu trén (ré méi sinh (28-44 tuln thai ky) rét han ché va chi gii han trén
lidu duy tri < 0,2 meg/ke/giv. Co mdt truong hop tré so sinh gip phai chdm nhip tim ha than nhiét
duge bio céo.

1.  QUA LIEU VA CACH XU TRi

Triéu chiimg

C6 vai trromg hop qué lidu dexmedetomidin duge béo cdo trong cde nghién ciru lam sang va sau ki
dua thudc ra thi trudng

Tée d0 truyén trong céc trudmg hop ndy duge bio cdo lén tdi 60 meg/ky/git trong 36 phat va 30
meg/kg/gits trong 15 phiit twong ing trén tré 20 thang tuoi va nguoi lon. Nhitng tac dung khong mong
muén thuémg duge bao cdo nhiéu nhit gdbm chdm nhip tim, ha huyét ap, an than qua mirc, ngi ga va
ngung tim,

X tri

Trong trung hop qua lidu kém céc trigu chimg lam sang, cin giam hogc ngung truyén
dexmedetomidin. Céc tac dung khéng mong mudn chi yéu l1a ¢ trén tim mach va nén dicu tri néu can
thiét, O ndng do cao, tic dung [am ting huyét ap ndi trdi hon la ha huyét dp. Trong cic nghién ciru [dm
sang, cic truomg hop ngimg nhip xoang dao nguge mot cach ty phat hoiic do dép (mg vai vide st dung
atropin va glycopyrrolat. Yéu cau phai hdi sitc ¢ nhirmg trudng hop qua lidu ddn dén ngimg tim.
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12. DAC TINH DUQC LUC HQC

Nhém duoc Iy: thube tam thin, thude an thin va thude ngi khic

Ma ATC: NOSCM18

Dexmedetomidin 12 chét chii van chon loc trén thy thé alpha-2 vdi céc dic tinh dwge Iy rong. No ¢0 tic
dung huy giao cam bing céch giam tiét noradrenalin tai dau tdn than kinh giao cam. Téc dung an than
6 duge 1a do giam phong dién tir nhén lyc (locus coeruleus), nhin giao cam tai (hin néo.
Dexmedetomidin ¢6 tac dong giam dau va gly té. Tac dung trén tim mach phu thuge vao liéu lugng, &
téc do truyén thip, chu yéu 12 tac dong cua than kinh trung wong lam gidm nhip tim va huyét ap. O
lidu cao hon, tac dung co mach ngoqi vi chiém wu thé 1am tang khang lyc clia mach mau ngoai vi va
huyét ap, sau dé la tac dung lam giam nhip tim. Dexmedetomidin khéng lien quan dén tac dung gy
suy ho hdp khi don tri liéu cho cdc bénh nhan khoé manh.

An thin ¢ bénh nhan ngudi trudng thanh trong khoa héi sie tich cue

Trong mot nghién ciru c6 dbi chitng trén bénh nhan sau phéu thudt & khoa diéu trj tich cye ma trwde do
duge dit noi khi quan va an thin bang midazolam hogc propofol, dexmedetomidin lam giam dang ké
nhu cAu cia ca midazolam hodic propofol va cic opioid trong 24 gid. Hﬁll‘ hét bénh nhan ding
dexmedetomidin khéng cén thém cdc phwong phéap an théan. Bénh nhin c6 thé dwgc rit ong ndi khi
quan thanh cong ma khéng cin ngung truyén dexmedetomidin, Céc nghién ciru bén ngoai khoa dicu
tri tich cwe xéc nhan dexmedetomidin ¢d thé ding an toan trén cdc bénh nhian khéng dat ndi khi quan
dugce theo doi (Iéy du.

Dexmedetomidin twong ddng véi midazolam (ty 1¢ 1,07; 95% C10,971; 1,176) va propofol (ty 1¢ 1,00,
95% CI 0,922, 1,075) vé& khodng an thin muc tiéu trong cic bgnh nhén chu yéu can an thin nhe dén
trung binh kéo dai (RASS 0 dén -3) trong khoa diéu tri tich curc Ién dén 14 ngay, giam thai gian thong
khi co hoe so véi midazolam va giam thoi gian rit dng ndi khi quan so voi midazolam va propofol. So
véi ca midazolam va propofol, bénh nhan d& tinh tao, phéi hop va giao tiép tot han cho di ho ¢6 dau
hay khéng. Bénh nhén ding dexmedetomidin b ha huyét 4p nhiéu hon va it bi nhanh nhjp tim hon so
vGi ding midazolam nhung bi ha huyét ap twong duong voi bénh nhén ding propgfol. Giam mé sang
theo thang danh gia CAM-ICU so voi midazolam va cdc tac dung khéng mong muon lién quan dén mé
sang ciing thp hon trén bénh nhin ding dexmedetomidin so vt propofol. Nhitng bgnh nhan khéng
dap {mg mirc an thin mong mudn duge chuyén sang ding propofol hodc midazolam. Nguy co an thin
khong dii da ting 1én 13p tirc & céc bénh nhan khé an thin bing didu tri chudn trude khi thay ddi thude.
Biing chimg v& hidu qué trén tré em dwge quan sat trong mot nghién ciru liéu ¢6 kim sodt & bénh nhén
sau phéu thudt tir 1 thang tudi dén < 17 todi. Khoang 50% bénh nhin ding dexmedetomidin khéng cdn
thém midazolam trong thasi gian didu tri ¢ gitta 20,3 gidy va khdng vuot qua 24 gio. Khong co dit liéu
(rén 24 gidr. Dt li¢u & tré mai sinh (28-44 tudn thai k) rét han ché va chi gidi han & cic lidu thip (<
0,2 meg/kg/gidy). Tré mdi sinh cé thé rat nhay cam véi tic dong cham nhip tim cia dexmedetomidin
trong syt O mit cia tinh trang ha thin nhigt va cic tinh trang ma cung lugng tim phu thudc vao nhip
tim.

Trong mot nghién ctiru mu déi co d6i chimg trong khoa dién trj tich cye, ty 1& {rc ché cortisol & bénh
nhan ding dexmedetomidin (n=778) 1a 0,5% so voi 0% bénh nhan dung midazolam (n=338) hay
propofol (n=275). Tac dung ndy xay ra nhe va trung binh twong (g voi 1 va 3 trrdng hop.

An thén theo quy trinh/an than tinh tdo ]

Tinh an toan va hiéu qua cia dexmedetomidin dé an than cho bénh nhan khong dat ndi khi quan trude
va‘hodc trong qua trinh phau thudt va chin do4n dd duge danh gid trong hai thir nghi¢m lam sang da
trung tdm, ngau nhién, mu déi, co déi chimg véi gia duoc.

= Nghién ciru 1 chia ngdu nhién bénh nhan phédu thudt/thu thudt duge gy mé chon loc va gdy mé cuc
bo/ving duge truyén mot lugng 16n dexmedetomidin 1 pg/kg (n = 129) hoge 0,5 pg/kg (n = 134), hodc
gia dugce (thudng ; n = 63) trong 10 phit va tiép theo 12 truyén duy tri bat ddu vdi toc do 0,6 pg/kg/h.
Lidu duy tri c6 thé dwge chinh licu tir 0,2 pg/kg/h dén 1 pg/kg/h. Ty 1€ bénh nhan dat mire an thian myc

Page 7 of 10




https://trungtamthuoc.com/

tiéu (Thang danh gia mirc dd tinh tdo-an than < 4 cia ngudi quan sat) ma khong cin cdp ciru bang
midazolam 13 54% bénh nhan ding dexmedetomidin 1 pgkg va 40% bénh nhin ding
dexmedetomidin 0,5 pg/kg so vai 3% bénh nhén st dung gid duge. Chénh I¢ch nguy co vé ty 1¢ doi
twgng duge chon ngau nhién véi nhéom dexmedetomidin |1 png/kg va nhéom dexmedetomidin 0,5 ng/kg
khong cin cp ciru bing midazolam 1a 48% (khoang tin cdy 95%: 37% - 57%) va 40% (khoing tin cdy
95%: 28% - 48%), twong (mg so vai gia duge. Licu cap ciru midazolam trung binh (khoang) la 1,5
(0,5-7,0) mg & nhém dexmedetomidin 1,0 pg/kg, 2,0 (0,5-8,0) mg 0 nhém dexmedetomidin 0,5 pg/kg
va 4,0 (0,5-14,0) mg & nhom gia duge. Su khac biét trung binh vé lidu cdp ciru midazolam & nhém
dexmedetomidin 1 pg/kg va dexmedetomidin 0,5pg/kg so véi gia duge la -3,1 mg (khoang tin cdy
95% -3.8 dén -2,5) va -2,7 mg (khoang tin ciy 95%:. - 3,3 dén -2,1), twong tmg VoI
dexmedetomidin. Thasi gian trung binh cho dén lidu cdp ctu dau fién 1a 114 phit & nhém
dexmedetomidin 1,0 pg/kg, 40 phit trong nhém dexmedetomidin 0,5 pg/kg va 20 phit 6 nhom gia
duge,

= Nghién ciru 2 chia ngiu nhién bénh nhén dwgc dat ndi khi quan khi tinh tao bing gdy mé tai chd dé
truyén mot lwgng Ion dexmedetomidin 1 pg/kg (n = 55) hodc gia duoe (mrde mudi thuomg) (n = 50)
trong 10 phut va tiép theo 1 truyén duy tri ¢b dinh 0,7 pg/kg/h. BE duy tri Thang diém an thin
Ramsay mic = 2, ¢6 53% bénh nhén ding dexmedetomidin khong yéu ciu cdp ciru midazolam so vdi
14% bénh nhan ding gia duge. Sw khdc biét vé& ty 16 nguy co déi vdi cac d6i twgng ngiu nhién ding
dexmedetomidin khong cin ding midazolam cdp cir 12 43% (KTC 95%: 23% - 57%) so vdi gia duge.
Liéu midazolam cdp cim trung binh 1a 1,1 mg & nhom dexmedetomidin va 2,8 mg ¢ nhom gia dwgce.
Sy khéc biét vé mirc do trung binh trong lidu cia cdp cim midazolam 14 - 1,8 mg (khoang tin ciy 95%:
-2,7 dén -0,86),

13.  DPAC TiNH DUQC BONG HQC ,

Duge dong hoe ciia dexmedetomidin dwge danh gia sau khi ding tiém tinh mach ngin han & ngudi
tinh nguyén kho¢ manh va truyén dai han ¢ bénh nhan ¢ ICU.

Phin b

Dexmedetomidin thé hién mé hinh dwge dong hoc hai ngin. Trén ngudi tinh nguyén khoé manh, né
thé hién giai doan phén bd nhanh véi thai gian ban huy phin bd (t1/2a) wée tinh khoang 6 phit. Thoi
gian ban thai trung binh (t1/2) khoang 1,9 dén 2,5 gits (thdp nhét 1,35 va cao nhét 1a 3,68) va thé tich
phin bé wéc tinh & trang thai on dinh (Vss) 1a khoang 1,16 dén 2,16 lit/kg (90 dén 151 lit). D§ thanh
thai (Cl) co gid tri trung binh khoing 0,46 dén 0,73 lit/giovkg (35,7 dén 51,1 lit/git). Can ning trung
binh lién quan dén céc gia tri Vss va Cl khoang 69 kg.

Duge déng hoc cia dexmedetomidin twong tw trén bénh nhén o ICU sau khi truyén > 24 gio, Céc
thong s6 duge dong hoc wde doan nhw sau: t1/2 khoang 1,5 gio, Vss khoang 93 lit va Cl khoang 43
lit/gitr. Duge dong hoc dexmedetomidin tuyén tinh trong khoang liéu tir 0,2 dén 1,4 pg/kg/gio va
khong tich luy trong qud trinh didu tri 1én dén 14 ngay. 94% dexmedetomidin gdn véi protein huyét
thanh. Sw gin két vai protein huyét thanh on dinh trong khoang licu tir 0,85 dén 85 ng/ml.
Dexmedetomidin gin véi ca albumin huyét thanh ngwdi va alpha-1-acid glycoprotein va albumin
huyét thanh 12 loai protein chu yéu gin két véi dexmedetomidin.

Chuyén ho:i va dao thai

Dexmedetomidin duge dao thai nho chuyén hoa qua gan. Cé 3 loai phan g chuyén hod ban dadu: qua
trinh N-glucuronid trire tidp, N-methyl hod trye tiép v qué trinh oxy hoa qua cytochrom P450. Hai
chét chuyén hod nhiéu nhét cia dexmedetomidin gém 2 dong phan N-glucuronid. Chét chuyén hoa H-
1, N-methyl 3-hydroxymethyl dexmedetomidin O-glucuronid ciing 1a chét chuyén hoa chu yéu clia
dexmedetomidin, Cytochrom P450 xic téc sy chuyén hod cia 2 chét chuyén hod thir yeu la 3-
hydroxymethyl dexmedetomidin tir qué trinh hydroxyl hoa & nhém 3-methyl cia dexmedetomidin va
H-3 sir oxy ho# vong imidazol. Céc dif ligu hién c6 cho théy str thanh ldp cua chat chuyén hoa oxy hod

Page 8 of 10



https://trungtamthuoc.com/

qua trung gian CYP (CYP2A6, CYP1A2, CYP2EL, CYP2D6 va CYP2C19). Cac chét chuyén hoa nay
khéng c6 hoat tinh dugce ly. .

Sau khi tiém 1V dexmedetomidin di danh ddu phéng xa c6 95% dwoc phét hién trong nudce tiéu va 4%
duge phat hién trong phan sau 9 ngay. Chit chuyén hod chit yéu trong nude tiéu la 2 dbng phén N-
glucuronid chiém khoang 34% licu va N-methyl 3-hydroxymethyl dexmedetomidin O-glucuronid
chiém khoang 14,51% lidu. Mdi chét chuyén hod thir yéu dexmedetomidin carboxylic acid, 3-
hydroxymethyl dexmedetomidin va O-glucuronid chiém 1,11 dén 7,66% li¢u. C6 it hon 1% thude &
dang khang bién déi xudt hi¢n trong nude tiéu. Khoang 28% chit chuyén hoa trong nuéc tiéu la cic
chét chuyén hod khong xéc dinh.

Dbi twgng dijc bidt ,

Khong cd khic biét vé mit duge dong hoc trén gidi tinh hay tudi tac. S gan két protein huyét trong
cia dexmedetomidin giam trén nguvi suy gan so voi ngudi khoe manh. Ty 1¢ trung binh
dexmedetomidin khong gén két trong huyét twong khoang tir 8,5% & ngudi khoé manh dén 17,9% &
ngwdi suy gan ngng.

Ngudi suy gan ¢ cac cdp do khéc nhau (nhom A, B, C theo Child-Pugh) co sir giam thanh thai
dexmedetomidin & gan va kéo dai thoi gian ban thai. Gia tri trung binh dg thanh thai huyét thanh cia
dexmedetomidin khong gin két & di tugng suy gan nhe, trung binh va niing lAn lugt 1a 59%, 51% va
32% cia ngudi binh thudng khoé manh, Gia tri t1/2 trung binh ddi tugng suy gan nhe, trung binh va
nang lin lugt 14 3,9; 5.4, va 7.4 gio. C6 thé cin nhic giam liéu khi diu/duy tri ¢ bénh nhan suy gan
dwa trén mirc do suy gan va dédp g cna ho.

Duge dong hoc eia dexmedetomidin & déi twgng suy than niing (d6 thanh thai creatinin < 30 ml/phit)
khong thay dbi twong dbi so vai doi twgng khoé manh.

Dit liéu & tré mi sinh (24-44 tudn thai k¥) dén té 17 i con han ché. Thoi gian bén thai o tre (1
thang tudi dén 17 tudi) twong tr nhwr ngudi 1én nhung lai cao hon & tré mdéi sinh (dudi 1 thang tudi).
D4i v6i nhom tir 1 thang tudi dén 6 tdi, do thanh thai hu%wét thanh diéu chinh theo cin niing co thé cao
hon nhung lai giam & céc tré 16n hon. Do thanh thai huy€t thanh diéu chinh theo cn ning co thé o tré
mai sinh (dudi | thang tudi) thap hon (0,9 lit/giv/kg) nhom tré Ion hon. Dit ligu duge tong két theo

bang sau:
Gia tri trung binh (95% CI)

Tudi N Cl (lit/gity/kg) T1/2 (gid)
Duéi | thang 28 0,93 4,47

(0,76; 1,14) (3,81; 5,25)
I dén <6 thang 14 1,21 2,05

(0,99; 1,48) (1,59; 2,65)
6 dén < 12 thang 15 1,11 2,01

(0,94; 1,31) (1,81;2,22)
12 dén < 24 thang 13 1,06 1,97

(0,87; 1,29) (1,62; 2,39)
2 dén < 6 tuoi 26 1,11 1,75

(1,00; 1,23) (1,57 ;1,96)
6 dén < 17 tubi 28 0,80 2,03

(0,69; 0,92) (1,78;2,31)

Dii lifu an toan tién 14m sang

Dir li¢u phi 14m sang cho thay khong co ddc hai trén ngudi dwa theo cac nghién ciru thong thudng vé
tinh an toan, déc tinh lidu don va lidu lip lai va ddc tinh trén hé sinh san

Trong cac nghién ctu doc tinh trén hé sinh sin, dexmedetomidin khong gy anh hwang trén kha ning
sinh san & chudt duc va céi cling nhw khong cé doc tinh gay quai thai trén chudt va tho. Trong nghién
ctru & tho, syt phoi nhiém khi dung dexmedetomidin tiém tinh mach & lidu t6i da 1a 96 meg/kg/ngay
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cling twong ur nhu quan sat (rén lam sang. Trén chudt, tiém dudi da lidu i da 200 mcg/kg/ngdy gy
ting ty 1& chét thai va giam cin niing thai nhi, Céc tc dl,lllb nay lién quan dén ddc tinh trén con me.
Ciing ghi nhn sy giam cin ning thai nhi & chudt voi lidu 18 meg/kg/ngay va di kem vai sir chdm tao
Xuong ¢ lidu 54 meg/kg/ngay. Mire dp phoi nhiém quan sat trén chudt ndm dudi khoang phoi nhiém
lam sang,

14,  QUY CACH DONG GOIL: Hop 1 lox 2 ml

15.  DPIEU KIEN BAO QUAN: Bao quan dugi 30°C va tranh 4nh sang. Dung dich pha lodng c6
thé duge luu Y nhi¢t do duai 30°C trong vcng 24 gidn.

16.  HAN DIJNG 24 théng tr ngay san xual

17. I‘IEU CHUAN CHAT LUO’NG CUA THUOC: Tiéu chudn co s

18. TEN, PIA CHI CUA CO SO SAN XUAT THUOC:

PT. NOVELL PHARMACEUTICAL LABORATORIES

JI. Wanaherang No. 35, Tlajung Udik, Gunung Putri, Bogor 16962, Indonesia
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