1012 Levomepromazin

kéo dai khoang QT.

TKTW: khé mi¢ng, nhin md, bi tiéu ti¢n, tao bén, budn ngu.

It gap .

Hé tao méu: giam bach cau hat.

Tiéu hoa: tdo bon.

TKTW: hji chimg ngoai thap (loan truong luc co cp, hoi chimg
giéng Parkinson, bon chon, bat an).

Hiém gép )

Tim mach: loan nhip thét (nhip nhanh thét, rung thit), ngimg tim,
loan nhjp tim.

Gan mét: vang da.

TKTW: hoi ching an than kinh ac tinh.

Noi tict, chuyén héa: ting duong huyét, tang can, roi loan kinh
nguyét, roi loan chirc nang tinh duc.

Huéng din edch xir tri ADR

Dé tranh ha huyét ap thé dimg, ngudi bénh dimg thude phai niim
tai givdng hodc phai duoc theo doi sau mdi lan udng nhimg liéu
thubc dau tién.

Liéu lrong va cdch dung

Cdch diing

Thube c6 thé diing dudng udng, tiém bip, tiém tinh mach, tiém
duéi da hodc truyén duéi da lién tyc.

Liéu lwgng

Giam dau trong chdm sdc giam nhe:

Ubng: Ngudi 16m: 12,5 - 50 mg, mdi 4 - 8 gid.

Tiém bip, tiém tinh mach: Ngudi 16n: khoi dau 12,5 - 25 mg. Liéu
diing ¢6 thé tang 1én 50 mg mdi 6 - 8 gio.

Diéu tri triéu chimg bon chon, i lan trong chdm séc giam nhe:
Ubng: Ngudi 16n: 6 mg mdi 2 gid.

Tiém dudi da: Ngudi 16m: 6,25 mg mdi 2 gior.

Truyén dudi da: Khoi diu: 12,5 - 50 mg, mdi 24 gid, ting liéu
theo dap (mg. Theo doi chit ché bénh nhan néu dung liéu trén
100 mg/24 gio.

Truyén dudi da lién tuc: Tré em 1 - 11 tudi: 0,35 - 3 mg/kg, trong
24 gio. Tré em 12 - 17 tubi: 12,5 - 200 mg, trong 24 gio.

Diéu tri buon nén, nén trong cham soc giam nhe:

Truyén tinh mach lién tuc hodc lruyén dudi da: Tré em 1 thang - 11
tudi: 100 - 400 microgam/kg, trong 24 giv. Tré em 12 - 17 tudi:
5 - 25 mg, trong 24 gio.

Ubng: Nguoi 16m: udng trudc khi nga 6 mg, 1 1an/ngay. Lidu ¢6 thé
tang Ién 12,5 - 25 mg, 2 lan/ngay. .

Tiém du6i da: Nguoi 16n: 6,25 mg, 1 lin/ngdy. Lidu c6 thé ting lén
12,5 - 25 mg, 2 lan/ngay.

Truyén dudi da: Ngudi 16m: 5 - 25 mg, trong 24 gid.

Bénh tam than phan liét:

Duong ubng: Nguai 1on: khai ddu 25 - 50 mg/ngay, chia thanh 2 - 3
lidu. Tang liéu dua trén hiéu qua diéu tri va ADR.

Mot s6 trudmg hop 6 thé khéi du voi liéu 100 - 200 mg/ngay, chia
3 liéu/ngay. Liéu ding cé thé ting Ién dén 1 g/ngdy néu can thiét.
Nén dung phén I6n lidu ding truée khi ngd dé han ché tic dung an
than ban ngay.

Twong tdc thube

Levomepromazin vd cac chét chuyén héa fc ché hé enzym
CYP2D6. Vi viy phdi hop levomepromazin véi cac thuoe la co
chit cua enzym CYP2D6 (vi du nortriptylin) ¢¢ thé lam tang nong
d6 cac thude nay. ’
Dung dong thoi levomepromazin véi cce thuée duge biét kéo
dai khoang QT lam gia tang nguy co gip tac dung khong mong
mudn nay. Cac thube duge biét co nguy co kéo dai khoang QT
nhu: thuée chéng loan nhip nhém IA va I11 (quinidin, disopyramid,
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sotalol hay dofetilid), khéng sinh
erythromycin duong tinh mach),
4 vong (amitriptylin, maprotilin),
in, pimozid hay sertindol), thuéc
thuée diéu tri sot rét (quinin,

procainamid, amiodaron, :
(sparfloxacin, moxifloxacin va
thubc chdng tram cam 3 vong,
thuée an thdn kinh (phenothiaz
khang histamin (terfenadin),
mefloquin), cisaprid hay bretylium. o )
Thube e ché TKTW: Levomepromazin co lac dl’ing cong hgp
hodc cé thé ting cudmng tac dung cua cac lhuﬁc trc che T,KTW khac
nhu opioid, cac thuc giam dau khac, barbiturat hay cic thuoe an
thin khac, thudc khang histamin hodc rugu. Vi vay phai than trong
dé tranh qua lidu. . . "

Tranh phéi hgp cic thude an than kinh w'n_ 1hu0c.t gay roi loan dién
giai. Trong truong hgp can thiét, nén wu tién lgi tiéu gilr kali hop
thude lgi tiéu ha kali huyét.

Do thube co tac dung dbi khang adrenalin nén khéng dung adrenalip
trong truémg hop qua liéu levomepromazin.

Twong ky

Thubc twong ky voi heparin natri.

Qui liéu va xir tri _ _

Triéu chimg: Triéu chimg qua licu l_evomepromazm duge bao cag
nhu: budn ngi, mét y thic, ha huyét ap, nhip tim nhanh, thay d6i
dién tdm db, loan nhip that, ha than nhiét, co giat hay roi loan van
dong ngoai thap nghiém trong.

Xar tri .

Gidn mach c6 thé gay truy tuan hoan. Nang cao chan cua bénh
nhan hoic truyén dich tinh mach. Néu truyén dich, dich truyén
cAn 1am 4m truéc khi truyén dé khong 1am ning thém tinh trang
ha than nhiét. C6 thé dung thuée ting co bop co tim nhu dopamin
néu tiép tuc suy tudn hoan. Khéng khuyén cdo sur dung cac thude
co mach ngoai vi. Khong diing adrenalin trong truong hop qua liéu
levomepromazin.

Tinh trang nhip nhanh trén that thudng dap (mg khi hoi phuc than
nhiét va tudn hoan. Néu rdi loan nhip dai dang hoac de doa tinh
mang, cAn nhic bién phép chéng loan nhip phi hop. Tranh ding
lidocain cling nhur thube chéng loan nhip tac dung kéo dai.

HO trg ho hip néu cin. Truomg hop loan truong luc co nang c6 thé
ding procyclidin 5 - 10 mg hodc procyclidin 20 - 40 mg duong
finh mach hodc tiém bap. Piéu tri co giat bing diazepam duong
tinh mach.

Cdp nhdt lan cudi: 2020.

LEVONORGESTREL (UONG)

Tén chung qube té: Levonorgestrel.

Ma ATC: GO3ACO03, GO3ADOI.

Loai thude: Thudc tranh thai/Thudc tranh thai khdn cAp loai
progestin,

Dang thudc va ham lrgng

Vién nén tranh thai don thuan ding hang ngay chira 30 microgam
levonorgestrel.

Vién nén tranh thai khan cép chira 0,75 mg (2 vién) hogc 1,5 mg
levonorgestrel (1 vién).

Vién tranh thai ph6i hop loai 1 pha chia 30 microgam
ethinylestradiol va 150 microgam levonorgestrel, ding trong 21
ngay, nghi hodc dung gia duge 7 ngay.

Vién tranh thai phdi hop loai 3 pha chira 30 microgam ethinylestradiol
va 50 microgam levonorgestrel dung trong 6 ngay dau,
40 microgam ethinylestradiol va 75 microgam levonorgestrel
ding trong 5 ngay tiép theo, 30 microgam ethinylestradiol va

.
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125 microgam levonorgestrel ding trong 10 ngay cudi, nghi hoac
dung gia dugc 7 ngay.

puge lye hoc

Levonorgestrel va dong phan hitu tuyén (+) cuia n6 - norgestrel déu
[a nhimg progestin tong hop, thude dan xuit 19-nortestosteron. Hai
dbng phan ndy c6 thé ding mét minh hoic phéi hgp voi estrogen
trong liéu phép tranh thai. Levonorgestrel thudomg dwoe ding nhiéu
hon va c6 hiéu qua hon norgestrel gép 2 lan.

Véi liéu thap, tic durlg tranh thai cua progestin don thuén 12 do Jam
day 16p ni€ém dich c6 tr cung, lam cho tinh triing khong thé xam
nhgp va ngan ngira sy tang sinh cla 16p ndi mac tir cung, 1am cho
trimg thu tinh khéng thé 1am t6 duoc. Hiéu qua tranh thai cta vién
thube tranh thai dom thuan chi co progestin thip hon so véi vién
wranh thai phoi hop estrogen - progestin, do do yéu ciu ngudi ding
phai tudn thu cao hon va phai dung lién tuc hang ngay ma khong
dugc phép ngflt quang. Véi liéu cao hon, progestin co tac dung tre
ché su rung trimg do lam giam dinh hormon LH can thiét ¢ giira
chu k¥ kinh nguyét.

Levonorgestrel cung duge phéi hop véi estrogen trong li¢u phap
hormon thay thé & phu nit mén kinh nham ngan ngua su tang sinh
qué mirc ngi mac tr cung do estrogen gy ra. Chi dinh nay thuong
duoe 4p dung khi sir dung liéu phap hormon thay thé lau dai trén
nhimg phu nif c6 tir cung con nguyén ven,

Dugc djng hoc

Hap thu

Sau khi ubng levonorgestrel hap thu nhanh chong va hoan toan
& dudng tiéu héa va khong bi chuyén hoa bude diu & gan. Sinh
kha dung cia levonorgestrel hau nhu bang 100%. Nong do
levonorgestrel trong huyét thanh c6 thé irc ché phéng noan la
0,2 microgam/lit. Khi ung, nong d6 dinh trong huyét thanh xuat
hién sau 1,1 + 0,4 gi. Udng 30 microgam levonorgestrel cd nong
do dinh 12 0.9 + 0,7 microgam/lit.

Phdn b6

Trong huyét thanh, levonorgestrel lién két véi globulin gén hormon
sinh duc (SHBG) va véi albumin. Levonorgestrel ciing phin b
vao sira me.

Chuyén héa

Levonorgestrel chuyén héa theo con dudng chuyén héa steroid,
levonorgestrel bi thuy phén & gan va céc cht chuyén hoa duoc thai
trir du6i dang lién hgp glucoronid.

Con dudng chuyén héa quan trong nhat cua levonorgestrel a khur
oxy, tiép sau la lién hop.

Thai trie )

Toc d§ thanh thai thuéc c6 thé khéc nhau nhiéu [én giira cdc ca the;
nira doi thai trir ciia thude ¢ trang thai on dmh xap Xi 24 - 26 gio.
Levonorgestrel va cac chét chuyén héa bai tiét qua nuoc tiéu va
phén véi ty & bang nhau.

Chi dinh

Tranh thai don thufin hodc két hop voi estrogen.

Trénh thai khan cép.

Phéi hop véi estrogen trong liéu phap hormon thay thé.

Chong chi dinh

Man cam véi thude.

Mang thai hogic nghi mang thai.

Chay méu am dao bat thuong khong chan doén dugc nguycn nhan.
Tién sir ho4c dang mic viém tic tinh mach hodc bénh huyét khoi
tdc mach thé hoat déng (nhu nhdi méu co tim, dét quy ...).

Tién sir hodc dang mac bénh gan ning khi cac xét nghiém chirc
néng gan chra tré vé binh thuong.

Tién sir hosc dang mic bénh gan cap tinh, u gan lanh hodc ac tinh.
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Ung thu hofic nghi ngd ung thir do hormon sinh duc c6 cdu tric
steroid (nhu‘ tién sir hoc dang méc ung thir vu, c6 thé dung lai sau
5 nam néu khdng c6 bing chimg cua bénh va khong dung duge bién
phap tranh thai nao khéc).

Bénh ly mach méau do dai thao duong nghiém trong.

Thin trong

Levonorgestrel phai dugc dung than trong ddi voi ngudi dong
kinh, bénh van tim, bénh tuan hoan nio, tién sir ¢ thai ngoai tir
cung, ting huyét ap, dai thao duomg, dau nira ddu, nhiém tring
khung chau rbi loan hap thu nghiém trong va bénh la nuoi duorng
tinh (cho den khi nong dé gonadotropin trong nudc tiéu va huyet
thanh tro vé binh thudng).

Ngodi ra, nhitg nguoi bi lupus ban do hé théng c6 khang the
khéng phospholipid duong tmh da nang budng trimg hoac c6 tién
str vang da khi c6 thai cling ¢én than trong. Bénh ung thu phu thudce
vao hormon sinh duc cé céu tric steroid.

Levonorgestrel co thé gay ir dich, cho nén khi ké don levonorgestrel
phai theo ddi can than & ngudi hen suyén, phi thing.

Théi ky mang thai

Progestin dung véi liéu cao co thé gay nam tinh héa thai nhi nir.
Tuy co s6 liéu trén dong vat thi nghlem nhung trén nguoi, dung
vai liéu thip thi khéng phat hi¢n c6 vin dé gi. Nhirng nghién ciru
dién rong cho thdy nguy co vé khuyel tat bam sinh khéng ting &
nhirng tré em c6 me ding thuéc udng tranh thai truée khi mang
thai. Tuy nhién thuéc khéng duge ding cho phu nir mang tha.
Thoi ky cho con b

Thubc bai tiét qua sita me. Do d6, dé tranh phoi nhiém cho tre.
nguorl me can uong thuéce ngay sau khi cho con bii va cho tré bu lan
tiép theo sau khi uéng thube 8 gio.

Tsc dung khéng mong mutn (ADR)

Kinh nguyét khong déu thuong gip ¢ ngudi ding thude tranh
thai progestin duy nhit va thuong la ly do dé ngudi dung thay doi
phuong phap.

Thuong gap

Than kinh: nhire dau, tram cam, hoa mit chong mat.

Noi tiét; phu, dau va.

Tiéu héa: budn nén.

Tiét niéu - sinh duc: ra mau (chay mau thurdng xuyén hay kéo dai
va ra mau it), vo kinh.

It gap

Toan than: thay d6i cdn nang.

Than kinh: giam dyc tinh.

Noi tiét: raim 16ng, ra mé hoi, héi.

Huéng din cach xir tri ADR

ADR thuémg gip nhéit trong liéu phap levonorgestrel 1a réi
loan kinh nguyét (khoang 5%). Tiép tuc dung thudc thi réi loan
kinh nguyét giam. Chéy lpéu am dao thit thuong khi sir dung
levonorgestrel c6 thé che 1ap nhimng triéu chimng cua ung thir ¢b tir
cung hodc ung thu ndi mac tir cung, do d6 can phai dinh ky (6 - 12
thang) kham phu khoa dé loai trir ung thu. Chira ngoai tir cung xay
ra nhiéu hon & nhimg phu nir diing thudc tranh thai uc"‘)ng chi ¢co
progestin. Nguy co nay co thé tang lén khi sir dung levonorgestrel
dai ngdy va thuomg & nhitng ngudi ting can. O nhimg phu nir dang
d"{“g Ievpnf)‘l‘gestrel ma c6 thai hodc thdy dau viing bung duéi thi
thay thude can canh giac vé kha nang c6 thai ngoai tir cung. Bat ky
ngudi bénh ndo thiy dau ving bung duéi déu phai tham kham dé
loai trir c6 thai ngoai tir cung. Céc nghién ciru cho thiy khi diing
levonorgestrel hoac thude tranh thai uéng nguy co bj bénh huyét
khoi tac mach ting. O ngudi ding thube, nguy co d6 ting khoang
4 lan so v&i ngudi khong dung thude. Khi nguai ding thudc bj




1014 Levonorgestrel (ubng)

viém tic tinh mach hodc bénh huyét khéi tic mach, phai nging
thudc. O nhimg phy ni¥ phai ¢ trang thai bit dong kéo dai do phau
thugt hofic do céc bénh khéc ciing phai ngimg thude. Néu mat thi
gidc mot phan hoiic hoan toan, dan din hodc dot ngdt, hoic Xuat
hi¢n |6i mat, nhin d6i, phi gai thi, nhic diu di doi phai ngirng
thude ngay tirc khic.

Liéu lrgng va cdch dung

Tranh thai:

Vién thudc tranh thai don thudn: Liéu hang ngay twong dwong véi
30 hoic 37,5 microgam levonorgestrel.

Vién uéng tranh thai phoi hop loai 1 pha: Liéu hang ngay twong
duong v6i 150 - 250 microgam levonorgestrel.

Vién ubng tranh thai phdi hgp loai 3 pha: Liéu hang ngiy tuong
duong vai 50 - 125 microgam levonorgestrel.

Chu ky diu dung thuéc: Udng vién dau tién thudc tranh thai hing
ngay chira levonorgestrel vao ngay thir nht ctia chu ky kinh nguyét
va dung lién tuc moi ngay | vién trong sudt thdi gian muén tranh
thai. Néu bit ddu vio mot ngay khac cia chu ky kinh thi can thém
mat liéu phap hé trg khac (nhu bao cao su hodc thude diét tinh
trung) trong vong 48 gior sau khi giao hgp. Nhimg nguorl bi sy thai
hojic pha thai, c6 thé dung vién tranh thai duong uéng don thuan
chi chira progestin vao ngay thoi diém say hodc pha thai. Néu ung
mugn hon thoi diém d6 can phai ding bién phap trénh thai khac
néu c6 giao h(;fp Vai nhung nguoi cho con b hoan toan ¢6 thé bit
déu dung thube vao tuan thir 6 sau khi sinh, néu chi ba mot phan,

¢6 thé bit ddu ngay tir tudn thir 3 sau khi sinh.

Céc chu ky tiép theo: Udng tiép mdi ngay 1 vién tir vi nay dén vi
khac, ké ca khi dang c6 kinh nguyét.

Thudc phai ding vao mot thoi diém ¢b dinh trong ngay dé gitr
khoang cich giira nhirng 1an dung thudc ludn luon vao khoang
24 gidr. Néu khoang cach dé kéo dai hom 27 gitr (chdam hon binh
thudmg 3 gid) thi tic dung tranh thai ¢ thé bi giam. Néu I quén
1 vién trong khoang 3 gio, cin udng lai vién do cang sém cang tot,
vién tiép theo udng nhur binh thuong. Néu 16 quén 1 vién qua 3 gidr
thi ngoai viéc udng bd sung vién do cing sém cang tot thi phai 4p
dung thém mot bién phap tranh thai khac (nhur ding bao cao su)
trong vong 7 ngay. C6 thé sir dung liéu phap tranh thai khin cap
néu 1 quén mot vién qua 3 gid va co mot lan giao hop khéng dugce
bao vé trong vong 2 ngay sau do.

Trong chu ky diu ding thudc. cén 4p dung thém mét bién phap
tranh thai khic (khong ding phuong phap thén nhiét) trong vong
14 ngay dau diing thudc.

Nén va tiéu chay trong khi ta(fng thuée: Non hedc tiéu chay ning
¢6 thé dan dén thay déi hap thu thudc. Néu nén trong vong 2 gidr
sau khi uéng thudc, cin bu 1 vién khac cang som cang tét. Néu qud
3 gidr ma van chua ut‘mg b thude thi ngoai viée udng bd sung vién
d6 cang som cang tot, can ap dung thém mat bién phap tranh thai
khac trong 7 ngay tiép theo. Néu non hoac ia chay kéo dai thi can
ip dung thém mot bién phép trénh thai khac trong 07 ngay ké tir
khi hét non va tiéu chay.

Chay miu kinh, chay mau thim gmt bét thuomg cb thé xay ra & mot
) phu nit khi bit ddu dung thude, nhung sau mot vai chu ky déu
kinh nguyét lai tré lai déu dan.

Tranh thai khan cap:

Phu nir khi da ding thude cam irng enzym trong vong 4 tudn trrde
d6 can sir dung bién phap trinh thai khan cép la bién phap tranh
thai khéng chira hormon, vi du dat vong tranh thai trong tir cung.
Déi véi phu nir khong thé hodc khong sin sang dit vong trinh thai
trong tir cung c6 thé udng liéu gip doi levonorgestrel (nghia la
3000 microgam trong vong 72 gio sau khi giao hop khong an toan)
(xem phén Tuong tac thude).
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C6 thé diing mot licu duy nhét levonorgestrel 1.5 mg di.mg cang sém
bng qua 72 gid sau khi giao hgp,

cang tét rong vong 12 gio va khon, ! hl .
Hoiic 750 microgam lcvonorgestrcl trong vong 72 gid sau khi giao
hop (dung cang som cang tot), nhic lai liéu trén sau 12 gio.

Hoac dung vién tranh thai phm hop cé chira 500 microgam

levonorgestrel va 100 microgam ethinylestradiol trong vong 72 gig
sau khi giao hop, nhic lai sau 12 gio.

C6 thé sir dung thude vao bét ky thoi diém nao trong chu ky kinh
nguygét trir khl chay mau kéo dai. Sau khi str dung thudc tranh thaj
khin cap can phai ding cdc bién phap tranh thai tai chd khac (nhy
bao cao su, mang tranh thai, chat diét tinh lrung ..) cho dén ky
kinh tiép theo. Khong chong chi dinh dung tiép cac thuoc tranh thai
hormon hang ngay khi dang dung vién tranh thai khin cap chiga
levonorgestrel.

Liéu phdp hormon thay thé & phu nit man kinh:

Levonorgestrel co thé ph01 hop voi estrogen trong ligu phap
hormon lhay thé, dung voi lidu 75 microgam dén 250 microgam
trong 10 dén 12 ngay cua mét chu ky 28 ngay.

Twong tic thubc

Levonorgestrel chuyén hoa chi yéu qua CYP3A4

Céc chit cam (rng enzym gan nhu: barbiturat, phenytoin, rifampicin,
carbamazepin oxcarbazepin, topiramat, felbamat, griseofluvin,
ritonavir, rifabutin va cac san pham cé chira co St.John (Hypericum
perforarum) c6 thé lam gidm tac dung tranh thai cua levonorgestrel.
Déng thoi str dung efavirenz vdi levonorgestrel lam giam nf’mg do
]evonorgestrel trong huyét trong khoang 50%. Phu nir khi da dung
thuéc cam tng enzym trong vong 4 tudn trede dé, can sur dung
bién phap tranh thai khan cép la bién phép tranh thai khong chira
hormon (vi du dat \«ong tranh thai trong tir cung). Di véi phu nir
khong thé hodc khong sin sang dat vong tranh thai trong tir cung,
6 thé ubng lidu gap doi levonorgestrel (nghia 12 3 000 microgam
trong vong 72 gior sau khi giao hop khong an toan). Tuy nhién, vige
phi hop liéu gap doi levonorgestrel va chat cam tmg enzym chua
duoc nghién ciru day du.

Sir dung dong thvi céc thude khang sinh co thé lam giam tac dung
cua levonorgestrel, do can thiép vao hé vi khuan dudmng rudt.

Cac thudc lam tang tac dung/ddc tinh cua levonorgestrel
gém: fluconazol, itraconazol, ketoconazol, voriconazol, verapamil,
macrolid (nhu clarithromycin, erythromycin), diltiazem, thude
thao duge cé chira progestin.

Levonorgestrel lam tang tac dung/dde tinh cua: cac benzodiazepin,
selegilin, ciclosporin.

Levonorgestrel lam giam tac dung/déc tinh cua thude khéing
vitamin K.

Qua liéu va xir tri

Chua c6 thong bao nao cho thdy dung qua liéu thudc tranh thai
udng giy tac dung x4u nghiém trong. Triéu ching qua lidu: budn
nn, nén hoge chay mau am dao. Khong c6 thude giai déc dic higu
va dicu tri 1a theo trigu chimg,

Cdp nhat lan cuéi: 2018

LEVONORGESTREL (DUNG CU TU CUNG)
(Dyng cu ti cung chia levonorgestrel)

Tén chung quobc té: Levonorgestrel (intrauterine delivery system).
Ma ATC: GO2BAO03.

Loai thude: Thude trénh thai tong hop loai progestin.
Dang thude va ham lrgng
Dung cu tr cung thuong ¢é6 hinh chir T, ¢d choa 52 mg



