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irc ché ACE v&i mdt NSAID (thi du aspirin lidu don 350 mg) cho
ngudi bénh suy tim sung huyét da lam giam tac dung tt vé huyét
dong (,ua thude (¢ ché ACE va lam giam téc dung t6t cuia cc thude
ndy vé tir vong va bénh Iy tim mach, Ngum bénh suy tim can diéu
tri lau dai nén tranh phdi hop thube (e ché ACE voi aspirin va c6
thé thay thé aspirin bing mét thubc tc ché ngung tap tiéu ciu khac
(thi dy nhu clopidogel, ticlopidin). Céc dir liu hién ¢6 chua di dé
khuyen céo thay doi dung aspirin.

Thudc tranh thai: Gay ting nguy co ton thuong mach va khé kiém
soat huye: ap.

Cic thuoc khdac: St dung enalapril dong thoi voi cac thude
chen beta-adrenergic, methyldopa, céc nitrat, thudc chen calci,
hydralazin, prazosin va digoxin khéng cho lhz‘]y tac dung phuy co
y nghia lam sang,

Enalapril ¢6 the lam giam nong dd glucose huyét lic doi & ngudi
khong bj dai théao dudmg va c6 thé gy ha glucose huyét & nguoi dai
théo dudmg di dugc kiém soat bing insulin hojic thudc uéng chéng
dai Ehéo duémg. Can nghién ciru thém vé tac dung giam glucose
huyét cua enalapril,

Twong Ky,

Dung dich tiém enalaprinat tuong ky vét 1y véi amphotericin B va
phenytoin natri,

Qua lidu va xir tri

Tai lidu vé& qua liéu cta enalapril & ngudi con han ché. Pac diém
n6i bat ciia qud liéu enalapril 1a ha huyét 4p ning. Khi qua lidu xay
ra, nén ngimg diéu trj bang enalapril va theo doi nguoi bénh chat
ché, 4p dung céc bién phap diéu tri triéu chimg va hd trg nhu gay
non, rira da ddy, truyén tinh mach huyét tuong va natri clorid dé
duy tri huyét ap va diéu tri mét cin bing dién giai. Thim tich mau
c6 thé loai enalapril khéi tuan hoan,

Cdp nhdt lan cudi: 2018.

ENOXAPARIN NATRI

Tén chung quéc té: Enoxaparin sodium.

Mi ATC: BO1ABO0S5.

Loai thuéc: Thude chéng dong méau (thude chéng huyét khoi).
Dang thudc va ham lrgng

Enoxaparin natri c6 hoat tinh khang yéu t6 Xa xap xi 100 dvqt/mg
tinh theo tiéu chuan quy chiéu lin thir nhdt cia WHO vé heparin
trong lugng phan tr thép.

Enoxaparin natri tiém dudi da:

Bom tiém nap sin: 10 mg/0,1 ml, chira 20, 30, 40, 60, 80, 100 mg.
Bom tiém nap san: 15 mg/0,1 ml, chira 120 va 150 mg.

Lo thude tiém da liéu: 300 mg/3 ml.

Dwrge lue hoe

Enoxaparin natri 1a mt heparin c6 trong lugng phin tr thép,
khoang 1/3 trong lugng phan tir cta heparin thong thudmg (chua
phan doan) (4 500/12 000 daltons). Khac véi heparin khong phan
doan, enoxaparin ¢6 dic diém 1a c6 hoat tinh khéng Xa cao va hoat
tinh khéng I1a (khang thrombin) thap. Ty ¢ gita hai hoat tinh nay
khoang 3,3 - 5,3, Enoxaparin co tic dung chéng huyét khdi twong
duong véi heparin khong phan doan, nhung lai it ¢O nguy co gay
chay mau hon.

Vi liéu dyr phong, enoxaparin khong gay bién dong nhiéu vé thoi
gian dong mau trong xét nghi¢m aPTT. Thube it irc ché ngung tap
tiéu cau hon heparin khong phin doan.
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Duge djng hoc

Sau khi tiém dudi da, thubc hap thu nhanh va gan nhu hoan toin,
dat sinh kha dung gin 100%. Thé tich phan b3 khoang 4,3 it (dya
trén hoat tinh khang Xa). Thudc chuyén hoa & gan bing qué trinh
khtr sulfat va phan tach thanh nhimg manh cé trong lrgng phan tur
nho hon (it hoat tinh). Enoxaparin khong lién két voi cac protein
lién két heparin. Nira doi thai trir trong huyét twomg, dua trén hoat
tinh khéng yéu t& Xa la tir 4,5 - 7 gitr dai hon 2 - 4 lan so vai
heparin théng thwéng va khéng phu thude vao liéu va c6 thé kéo
dai khi bi suy thdn man tinh niing. O ngudi cao tudi, chirc ning than
c6 thé giam, dao thai thube co thé cham, nhung nhimg thay doi nay
khong lam thay ddi liéu va lin tiém thudc khi chirc ning than bj suy
nhe. Can phai danh gia chire ning than & ngudi trén 75 tudi trude
khi diing thuéc. Théi gian dat dinh tédc dung sau khi tiém duoi da 1a
khoang 3 - 5 gié. Téc dyng kéo dai khoang 24 gio. Thudc dao thai
chit yéu qua than. Enoxaparin dao thai trong nude tiéu (40% liéu;
10% dudi dang manh hoat tinh).

So sanh vi heparin théng thiwémg (khong phan doan), enoxaparin
¢0 sinh kha dung 1én hon (dua vao hoat tinh khang yéu té Xa) sau
khi tiém duoi da, va nira doi thii trir dai hom va c6 thé tién dodn
duge dp img ching dong méu, nén cach dung enoxaparin ciing
don gian hon khong can giam sat bing xét nghiém thuong xuyén
va cho tiém trong ngay ciing thua hon,

Khéi lwong phéan tir, duge dong hoc, hoat tinh in vitro va in vivo
khéc nhau giira enoxaparin va heparin thong thuéng va cac heparin
¢6 trong hrgng phan nr thip khac, nén khong thé ding thay thé cho
nhau trén co so don vi vii don vi (hodic mg/mg) duge,

Chi dinh

Dy phong va diéu tri thuyén tic tinh mach & phu nir mang thai.
Du phong huyét khéi tinh mach siu, dac biét 14 & bénh nhan phiu
thudt c6 nguy co twong dbi, bénh nhan phau thuat ¢c6 nguy co cao
(vi du nhu: phiu thuat chinh hinh).

D phong huyét khdi tinh mach sau & bénh nhan nim vién.

Diéu tri huyét khéi tinh mach séu & bénh nhan khong bién chimg
it nguy co tai phat.

Piéu tri thuyén tic phdi & bénh nhin khéng bién chimg it nguy co
tai phat.

Diéu tri huyét khéi tinh mach sau ¢ bénh nhén c6 yéu td nguy co
nhu béo phi, thuyén tic phéi triéu chimg, ung thrr hodc tai phat
huyét khoi tic tinh mach.

Diéu tri nhéi mau co tim cip c6 ST chénh 1én (khéng co chi dinh
can thi¢p mach vanh qua da).

Diéu tri nhdi mau co tim cép co ST chénh Ién (6 chi dinh can thiép
mach vanh qua da nhumg phéi ngimg thude trudce can thiép 8 gid).
Pau that ngue khong 6n dinh; nhdi mau co tim khéng cé ST chénh
1én.

Phong tao cuc mau dong & tuan hoan ngodi co thé.

Doéng mau néi mach rai réc.

Chéng chi dinh

Qué man véi thude, heparin hay cac ché phiam duoc chiét xuat tir
lon.

Xuidt huyct cap va nan g

C6 tién sir hodc dang bi giam tiéu ciu, c6 két qua duong tinh khang
thé khéang tiéu ciu trong thoi gian dang ding thubc.

Viém noi tim mac nhiém khuan, sau chin thuong niing, gy té tiy
séng hodc ngoai mang cimg, hemophilia va cac rdi loan xudt huyét
khac, loét tiéu héa, sau xuat huyét ndo, sau phdu thudt mit, than
kinh, ting huyét 4p nang, giam tiéu cdu hogc c6 tién sir giam tiéu
chu do heparin.
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Enoxaparin natri
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C6 thé xdy ra min cdm chéo khi d& bi man cam véi heparin thong
thuong. .

Khong tron lan voi thuoe tiém, tiém truyén khac.

Nhimng chong fhi dinh w‘:» th_:_in trong véi heparin cling 4p dung vai
enoxaparin. Can rhcp doi s6 lwong tiéu ciu, lam xét nghiém mau
trong phén trong suot thoi gian ding enoxaparin.

Nhu vai c'éc t{huéic c?éngt.‘]ﬁrlg maukhac, trong khi ding enoxaparin,
xudt hu}’é} co lh? ARy 8.0 bat ky vi tri ndo. Phu nit c6 nguy co bién
chimg xuat huyet nhiu hon nam gigi. Giam hematocrit hay giam
huyét 4p déu co the 1a dau hi¢u xuat huyét, cin nhanh chong phit
hién vj tri xuat huyet.

Than trong khi ding cho nguoi bénh mai gy & hodc gay 1é trude
truc ndo - tity (gay t€ ngodi mang cimg hofc tiy song) vi cé nguy
co tu mau ngodi mang cimg hodc trong tiy séng din dén liét kéo
dai hodc vinh vién. Can cin nhac nguy co so véi loi ich trude khi
gy t& truc ndo - tiy; nguy co ndy ting 1én khi dung dong thoi voi
nhimg thudc ¢ anh hudng dén cam mau nhu céc thude chdng viem
khong steroid hodc khi dung cathete ngoai mang cimg dé lai trong
co the dé 1am gidm dau, khi choc tuy song hojc choc lap lai ngodi
mang cimg hodc choc gdy ton thwong hodc ngudi bénh b tién sir
phiu thudt cot song hodic bj bién dang cot séng, Phai giam sit chat
ché tinh trang chay mau qéu dung enoxaparin trong khi hodc ngay
sau khi choc vao w‘mg,thz'lt lung dé chan doan, gay té ngoai mang
ctmg hodc gy té iy song.

Ding enoxaparin cho ngudi mang van tim nhan tao chwa duoc
nghién ciru day du. Ngay nay nha san xuét cho rang néu ding
enoxaparin cho phy nit mang thai ¢6 van tim nhén tao, phai giam
sat thuomg xuyén néng dé dinh va day cua khang yéu t6 Xa va cé
thé cén thiét phai diéu chinh liéu dé duy tri ndng do khang yéu t6
Xa 0,7 - 1,2 don vi/ml 4 gi& sau khi ding thuée. Khong duge ding
enoxaparin trir phi ndng do khang yéu t6 Xa dugc gidm sat 4 - 6
gidr sau khi dung thudc.

Khéng duoc ding thay thé (don vi vai don vi) vi heparin hodc bat
cir cac heparin trong lrgng phan tir thip khac. Str dung thén trong &
ngudi ¢o tién sir giam tiéu céu do heparin. Theo dai chit ché ngudi
bénh vé cac diu hiéu hodc triéu ching chay mau,

Rat than trong khi diing trén nguéi ¢6 nguy co chay méu nhu viém
mang trong tim do vi khudn, bénh wra chay mau. roi loan chay méau
bam sinh hay mic phai, ngudi bénh ting huyét ap khéng kiém soat
duge, cac bénh dudmg tiéu hoa loan san mach hodc mdi bi loét
dudmg tiéu hoa, c6 bénh s dot quy xudt huyét, bi ddi thio dudng
di ton thuong vong mac, ngudi méi phau thut ndo, ty song vi
nhan khoa, ngudi dang ding thude e ché tiéu cau va/hojc dang
ding cac thude chfmg dong mau dang uéng, ngudl giam tiéu cau
hodc rdi loan chirc nang tiéu cu, ngudi bi bénh gan nang.

Ngudi cao tudi va ngudi bi suy than thai trir thuoc cham.

Can hi¢u chinh lidu va theo ddi can than d6i v&i ngudi nhe cn
(nir < 45 kg, nam < 57 kg vi co thé c6 nguy co chay méau cao hc‘m
v6i lidu dy phong) hay suy than (CI_, < 30 ml/phut); vi du, b6 licu
tiém tinh mach tong liéu mot lan & ngudi bénh nhoi mau co tim ST
chénh cao tir 75 i tras 1én.

Vi 1o thudc tiém da liéu c6 chira con benzylic nén phai dang thin
trong & ngudi mang thai. O tré so sinh, con benzylic lieu cao
(> 100 mg/kg/ngay) da gy doc tinh tir vong (hdi chimg tho hon hen).
Theo ddi xét nghiém: Vi cé nguy co giam tiéu cau nang, @61 khi
géy giam tiéu chu do heparin (nhung nguy co thap hfm_ khi dung
heparin trong lugmg phén tir thap), nén cin phai theo doi s6 lu@g
tiéu ciu. Cin theo ddi tang kali huyét, co thé tang kali huyet do uc
ché san sinh aldosteron. o
Néu diing lidu dy phong, theo dung liéu huéng dan, khong can phai
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theo ddi xét nghiém. _ -
Kiém tra trj gia khang yéu to Xa, 6 gio/lan, trong 2 ngiy dé higy

chinh liéu chi khi can thiét.

Thoi ky mang thai _

Enoxaparin khong qua nhau thai. L

Ban than sy mang thai da lam tang nguy co huyét khoi tac macp,
nguy co ndy cang tang lén ¢ phu nif mang lhal. ccf tien sir b huyé,
khéi téc mach. O mot sb bénh canh mang thai ¢6 nguy co cag b
ADR do thudc bao gdbm bénh wra chay mau mac phai hogc di truyéy
va dang ding van tim nhan tao co hoc. Ncn thuong xuyén theo gg;
ndng do khang yéu t6 Xa va dicu chinh hé-u lugng €noxaparin natri
@ phy nir mang thai dang Idllmg van tim nhan tao co hoe dé dam bag
co tac dung chéng dong on d}jnh. ) ) o
Tét ca ngudi bénh dung thuoc chong dong n]w enc;xapan'n‘ ké ca
phy nir mang thai déu co nguy co l?i c}hay mau. Xuat huyét c6 thé
xdy ra & bat cir vi tri no vi ¢ the din tGi tr vong ngudi me viy
hodc thai nhi. Phu nif mang thai dung enoxaparin can phai duge
theo ddi cin than vé déu hiéu va tri¢u chimg chdy méau hogc ching
déng mau qua mic. Can phai dac biét xem xét au dung mdt chit
chéng déng tic dung thé_p hon khi sip dép ngay smh Can phai bao
cho ngudi mang thai biét vé nguy co tiém an doi ’véf: thai nhi v
nguari me néu ding enoxaparin trong khi mang thai.

Theoi ky cho con bi

Khéng c6 chéng chi dinh ding er}oxgparin O ngudi me dang cho _
con bit, vi thuée khéng chic co thé hap thu dugc & hé tiéu héa ciia
tré dang bi. Tuy nhién vin phai dung than trong cho cac ba me
dang cho con bu.

Tac dung khéng mong mudn {}?DR) o

Chay mau niing xudt hién chi yéu khi ¢6 cac yeu to nguy co két
hep (tén thuong thire thé dé chay mau; phéi hop mét s6 thube nhr
acid acetyl salicylic liéu chong dau..., tudi cao, suy than, nhe cin),
hodic khong tudn thu céch diéu tri duoe khuyén céo, nhat 13 vé thoi
gian didu tri va diéu chinh liéu theo can nang co thé. Trong thir
nghiém 1am sang phiu thudt thay thé khép hang, chay méu ning
xay ra o 4% nguoi bénh dung enoxaparin so vii 6% ngudi bénh
dung heparin khong phin doan.

Hiém gap

Rung téc (khi ding keéo dai), phan v¢, phii mach, ting kali huyét,
phan {mg qua mén, phan {ng tai chd tiém, lodng xuong (rat it nguy
¢0), duong vét cuong cimg kéo dai, ting lipid huyét (khi ngimg
dung heparin trong lugng phin tr thép)‘ hoai tir da, mé day.

Chiea xac dinh duoc tdn sudt

Xuit huyét.

Giam tiéu ciu do heparin.

Tang kali huyét.

Min cam chéo va di img.

Huwéng din cach xir tri ADR

Néu xay ra xut huyét, cin ngirng dung thude.

Chay méu nang chu yéu la do két hop cac nguy co va khong tuan
thit cdch dieu tri da duge khuyén cao. Cin phai chi dinh ding v3
tudn theo céc chi dan da duge khuyén céo. Néu thy giam tidu cau
o bat cir mirc dg ndo, can phai tiép tuc theo dai tiéu cau. Néu thay
giam tiéu cau dudi 100 000/mm’, phai ngimg thuéc ngay.

Neu chay mau ndng, 6 thé ding protamin sulfat (xem muyc Qué
liéu va xur tri) vi nén ngirng diéu tri.

Liéu lrgng va cich dung

Cach dung

Liéu }uqmg cua enoxaparin va heparin théng thuomg hodc ¢
heparin trong lugng phan tir thép khac khong thé thay thé cho nhav
trén ¢o s& don vi véni don vj hodc mg vi mg.
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Enoxaparin tiém dudi da qau (trir chi djnh trong tham phun mau).
Khéng tiém bip. G mét s6 bénh nhan nhéi mau co tim cap c6 ST
chénh 1én, ¢ thé tiém tinh mach tryc tiép liéu khoi diu, sau do
tiém dudi da. Thube cung ¢6 thé tiém tinh mach & ml;ll s bénh
nhan dau thit ngue khong 6n dinh hodic nhdi méu co tim cap khong
c6 ST Che'_‘h 1&n (c6 chi dinh can thiép mach vanh qua da). Trong
qua trinh tiém, bénh nhén can nam ngira.

Khong day khong khi trong bom tiém ra ngoai (dé tranh mét
thubc). Tiém &t thé ngudi bénh nim, vao ving true - bén va
sau - bén trai va Phd* thanh bung. Phai tiém thing goc (khong tiém
ngang) vao nép gap da, ngdp chiéu dai cia kim trong sudt khi bom
thude. Mi ldn tiém, phai doi vj tri. Khéng mat xa ving tiém sau
khi tiém d& tranh bam tim,

Liéu lugng

Quy dbi lidu: 2 mg twong duong 100 don vi.

Ngudni lém:

Bf:éu tri thuyén tac tinh mach & phu nit mang thai: Tiém dudi da
(licu tinh dya trén trong lugng co thé lae bat dau c6 thai): 40 mg,
2 lan/ngay (ngudi bénh < 50 kg); 60 mg, 2 lan/ngdy (50 - 69 kg);
80 mg, 2 lam‘ngay (70 - 89 kg): 100 mg, 2 lan/ngay (= 90 kg).

Dur phéng huyét khéi tinh mach sdu, dic b1¢t la & bénh nhan phau
thudt cd nguy co tuong ddi: Tiém duéi da, liéu 20 mg, tiém khoang
2 gidr truére phiu thudt, sau do, dung lidu 20 mg/ngay.

Du phong huyét khoi tinh mach séu, dic biét 1a & bénh nhan phau
thudt .cf} nguy co cao (vi du nhu phau thudt chinh hinh): Tiém dudi
da, liéu 40 mg. tiém khoang 12 gi¢r trrée phau thuat, sau do, dung
liéu 40 mg/ngay.

D phong huyé.' khoi tinh mach siu & bénh nhan nam vién: Tiém
dudi da, licu 40 mg/ngay.

Diéu tri huy ét khoi tinh mach sau o benh nhan khéng bién Lhung it
nguy co tai phat; dicu tri thuyén tic phéi & bénh nhan khong bién
chu'ng, it nguy co tai pha{ Tiém duéi da; lidu 1, 5 mg/kg/ngay, cho
dén khi c6 thé dung thudc chong déng duwdng ubng.

Diéu tri huyét khoi tinh mach sau & bcnh nhan c6 yéu té nguy co
nhu béo phl ung thir hodc tai phat huyel khéi tac tinh mdLh huyet
khéi & dau chi: diéu tri thuyén tic phdi & bénh nhin c6 yéu t6 nguy
co nhir béo phl thuyén tc phm triéu chirng, ung thu hoac tai phat
huyét khéi tic tinh mach; Liéu tiém dudi da: | mg#kgle gio, cho
dén khi c6 thé dung thude cht)ng dong dudng udng.

Diéu tri nhoi mau co tim cap c6 ST chénh lén (khéng ¢o chi dinh
can thiép mach vanh qua da): Nguoi lon (18 - 74 lum] Khéi dau
biing tiém tinh mach 30 mg, sau d6 tiém dudi da 1 liéu | mg/kg, sau
d6 duy tri bang tiém duoi da 1 mg/ke/12 gidr (t6i da 100 mg/liéu,
trong 2 lidu tiém dudi da dau tién), trong 8 ngay. Ngum Iém tir 75
tudi tror 1én: Tiem dudi da 750 microgam/kg/12 gi¢s (t6i da 75 mg/
liéu, trong 2 liéu du tién).

Diéu tri nhoi méu co tim cap c6 ST chénh lén (c6 chi dinh can thiép
mach vanh qua da): Ngudi lon (18 - 74 tudi): Khi dau bing tiém
tinh mach 30 mg, sau do tiém dudi da 1 liéu 1 mg/kg, sau do duy
tri bing tiém dudi da 1 mgkg/12 gio (t6i da 100 mg/liéu, trong
2 liéu tiém dudi da ddu tién), trong vong t6i da 8 ngay. Tiép tuc
biing 1 ]u:u tiém tinh mach 300 microgam/kg vio lic bat dau tha
thuat néu liéu tiém dudi da cudi cung cach thoi diém can thi¢p trén
§ gio. Nguoi lon tir 75 tubi tror 1én: Tiém dudi da 750 microgany/
ke/12 gioy (t5i da 75 mg/liéu, trong 2 liéu dau tién). Tlep tuc bing
I liéu tiém tinh mach 300 microganvkg vao luc bit dau tha thuat
néu lidu tiém dudi da cudi ciing cach thoi ¢iém can thiép trén 8 gio.
Pau thit nguc khong on dinh; nhoi mau co tim khong ¢o ST chénh
lén: Lidu tiém duéi da cho ngudi 1ém: 1 mg/kg/12 gid, thudng ding
trong 2 - 8 ngay (it nhét 2 ngay)

Phong tao cuc mau dong & tuan hoan ngodi cor thé: Dé trang thiét

Enoxaparin natri 663

bi (liéu dung theo t& hudmg dan sir dyng caa san pham}

Déng mau néi mach rai rac: Khoi diu 40 mg mdi 12 gid. Diéu
chinh li¢u theo két qua xét nghi¢m anti-Xa.

Tre em:

Diéu tri huyét khoi tac mach:

Dudi 2 thang tudi: 1,5 mg/kg (150 don vikg)/12 gio.

Trén 2 thang tudi: 1 mg/kg (100 don vi/kg)/12 gio.

Dy phong huye':r khoi tdc mach:

Dudi 2 thang tudi: 750 microgam/kg (75 don vikg)/12 gid.

Trén 2 thang tudi: S00 microgam/kg (50 don vp’kg)a’]2 gio.

( tré em, nén cén cir vao xét ngh1¢m anti-Xa dé diéu chinh liéu.
Liéu dung trong suy than: Cin cin than theo doi khi dung enoxaparin
cho ngudi bi suy thdn nhe va vira. Can phai giam liéu & ngudi bi
suy than nang (Cl, <30 ml/phut).

Liéu dung cho ngum nhe can (nir < 45 kg, nam < 57 kg): Cé thé
phai giam liéu, phai giam sat chat cac biéu hién va tri¢u chimg xuat
huycl

Liéu dung cho nguai béo phi: Higu qua vadgan toan cua enoxaparin
trén ngucn cn BMI trén 30 kym chua duge xéc lap, chua c6 su
théng nhat vé diéu chinh licu & ddi uong nay Can theo doi chat
ché nhimg biéu hi¢n va tri¢u chimg cua huyét khoi tic mach trong
qua trinh diéu tri.

oI voi phu nit mang thai ¢6 van tim nhén tao: Phai dung ndng
46 khang yéu to Xa dé giam sat tac dung chéng dong mau cua
enoxaparm va phai diéu thnh liéu enoxapann khi cin. Liéu phai
duoc diéu chinh dé duy tri ndng d6 khing yéu t6 Xa 0,7 - 1,2 don
vi/ml vao 4 gidr sau khi ding enoxaparin.

Tuong tac thube

Mot s6 tuong tée duge luc hoc ¢o thé xay ra lam ting chay mau khi
dung enoxaparin vai cac thudc trc ché déng mau nhur: thude chong
dong, chéng két tap tiéu cau, NSAID, dipyridamol, sulfinpyrazon.
Cin ngimg ding céc thude do trude khi bit diu diéu tri enoxaparin.
Trong truong hgp can thiét phai ding phdi hop, cén theo ddi chat
ché 1am sang va cin ldm sang.

Qua liéu va xir tri

Tri¢u chirng: Chu yéu do xuét huyét ning.

Xir tri Néu xuit huyét ning do tiém dudi da qua lidu, c6 thé chi
dinh ding protamin sulfat, nhung can chii ¥ nhimg diém sau:

Hiéu qua thﬁp hom nhiéu so vai qua liéu do heparin thong thudmg
(khong phan doan).

Do ADR (giim huyét 4p ning va dic biét séc phan v&) cuia protamin
sulfat, nén can phai can nhéc giira l¢i ich va nguy co trude khi ding
thuoc.

E)f% trung hoa phén I6m tac dung cua enoxaparin sau khi ding qua
ligu, tiém tfinh mach cham hoic tmyén protamin sulfat (dung dich
I‘V?). Liéu lugng phu thude vao lidu heparin trong lugng phén tir
thap da t_iém. thoi gian ké tir khi tiém thudc va cac xét nghiém dong
mau. Lieu protamin sulfat dé trung hoa phai bing liéu enoxaparin
natri da tiém néu da dung thudc nay trong 8 gidr truwde d6 (tirc la
phai cho | mg protamin sulfat dé trung hoa 1 mg enoxaparin). Néu
da dung enoxaparin qua 8 gi¢ trude do, c6 thé cho truyén 0,5 mg
protamin sulfat doi véi 1 mg enoxaparin natri di ding. Néu thoi
guan hoat héa timg phan thromboplastin (aPTT) do duoc sau lin
truyen pmtamm sulfat ddu tién 2 - 4 gio vin kéo dai, thi c6 thé
cho liéu t:ep theo la 0,5 mg protamin sulfat cho | mg enoxaparin
da dung. Néu da dung enoxaparin qua 12 gi&r c6 thé khang can sir
dyng protamin sulfat. Tuy nhién ngay ca sau nhimg liéu protamin
sulfat cao hon, thr gian hoat hoa timg phan thromboplastin van
¢ thé kéo dai hom trudng hop sau khi diéu tri qua liéu cia heparin
théng thuémg khing phan doan, vi hoat tinh khang yéu t6 Xa
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khong bao 8"3 trung hoa dugce hoan toan. Dung protamin sulfat dé

xir Iy qud liéu cnoxapann chi trung hoa tdi da duge khoing 60%
hoat nnh khang y{.u to Xa.

C6 thé cén phm chia nh6 tong lidu da tinh cho protamin thanh 2 - 4
lidu, chia déu trong 24 gig,

Ding protamin sulfat c6 thé gay ha huyét dp ndng va phan ing
phan vé. Vi cdc phan img gy tir vong, thudmg giéng véi phan vé,
da thiy xiy ra v6i Pmtamm sulfat cho nén chi dugc cho dung khi
ky thudt hoi sirc va xir 1y sdc phan vé da durge chudn bj sin sang.

Cap nhat lan cuoi: 2018.

ENTECAVIR

Tén chung qudc té: Entecavir,

Mi ATC: JOSAF10.

Loai thude: Thude khang virus dudng toan than, nhém e ché
enzym sao ma ngugce nucleosid/nucleotid.

Dang thudc va ham lugng

Vién bao phim: 0,5 mg va | mg.

Dung dich uéng (pha san dé dung): 0,05 mg/ml.

Duoe lre hoe

Entecavir 1a mét thuée téng hop twong ty nucleosid purin din xuét
tir guanin ¢6 hoat tinh khing virus viém gan B & ngudi (HBV).
Thue dugc cée enzym trong t€ bao phosphoryl héa dé tao thanh
mot chat chuyén héa c6 hoat tinh 13 entecavir triphosphat. Bing
cach canh tranh véi co chét tu nhién deoxyguanosin triphosphat,
entecavir triphosphat (rc ché DNA polymerase caa virus viém gan B
¢ ngudi, do d6 da ngan chin duge moi giai doan hoat tinh ciia
enzym.

Phé tdc dung: Entecavir c6 hoat tinh in vitro va in vivo chong lai
HBYV, bao gém cd mot so chung HBV khang lamivudin, mét 0
chimg HBV téi té hop dugc méa hoa khang adefovir. Thube ciing
co tac dung han ché in vitro chéng mét s6 virus & ngudoi, bao gém
virus Herpes simplex typ 1 va 2 (HSV-1 va HSV-2), virus Varicella
zoster va cytomegalovirus nhung thudc khong ching minh dwoc
cd hiéu qua trong 1am sang. Entecavir c6 mot vai tic dung ddi
véi HIV-1 (nf‘mg dd entecavir can thiét dé e ché virus sao chép
khoang 50% (EC_] d6i voi HIV-1 dao dgng tir 0,026 t6i 16n hon
10 microM),

Khéng thuéc: O ngudi bénh chua ding thude nucleosid, sau khi
ding entecavir t&i 96 tudn, virus trd lai gdy bénh nang 1én do khang
thude xay ra dudi 1% nguai bénh. O ngudi bénh khang lamivudin,
virus bung phat tré lai do khang entecavir xay ra & 1% ngudi benh
sau | nam déu va & khoang 10% ngudi bénh trong nim thir hai
diéu trj.

Trong céac nghién ciru in vitro, cac chung khing lamivudin giam
nhay cam véi entecavir tir 8 - 30 lan. Mac d6 giam nhay cam
véi entecavir ting lén (trén 70 lin) khi ¢ sy tha‘y thé amino
acid M204V/1 (c6 kém theo hodc khong sy thay thé amino aci'd
rtL180M) va thay thé & rtT184, stS202, hodc rtM250. Cdc phoi
hop bién déi ndy c6 thé di kém vi thay thé amino acid rtl169 trong
enzym phién ma nguoc cﬁa virus.
Khing chéo giira mét s6 thude trong tu nucleosid c6 tic dung
chong HBV da dugc ghi nhan. P co bao céo vé trudmg hop HBV
khang lamivudin va khang telbivudin giam nhay cam véi entecavir
in vitro. Tuy vy, HBV tai t6 hgp chira gen khang thubc adefovir
O c4c vi tri thay thé rtA 181V hodc rtN236T van con nguyén nhay
cam véi entecavir in vitro. HBV phén Iap tir ngudi bénh tai phat khi
ding lamivudin va that bai diéu trj vdi entecavir vén nhay cam véi

adefovir va khang lamivudin,

Dugc dong hoc

Hép thu: Entecavir hdp thu nhanh qua dudmg tiéu hoa say
uong Nong d¢ dinh dat dugc trong vong 30 dén 90 phit sy, khi
ubng mot liéu dom va dat duoc nong dé on dinh sau 6 dén 1q ngay
diéu trj. O ngudi khoe manh, khi uéng liéu 0,5 mg, C , dat khoing
4,2 nanogam/ml; khi uéng liéu 1 mg, C_, dat khoang 821 nanogamy/m)
Thitc an Jam chim va gidm hap thu. Phai udng entecavir Jyc d6i
(it nhat 2 gi¢r sau hoc 2 gidr trude bira dn). Sinh kha dung cia thuée
vién be‘ing sinh kha dung cta dung dich udng nén hai dang thyg,
¢6 thé thay thé nhau.

Phén bé: Dya trén dugce dong hoc cua entecavir, thé tich phan b§
bidu kién wéc tinh 16n hon toan b lugng nudce trong co thé. Didy
nay cho thay entecavir phan b rong rai trong cic mé. Trén in vitro,
ty 1€ lién két vai protun huyet fuong cua entecavir khoang 130
Chuyén héa va thdi tric: Entecavir khong 1a co chat chit irc ché
hay cam img cytochrom P450. Nira doi thai trir cudi 1a 128 . 149
gidr. Chi s tich lily thube khi ding 1 lan/ngay la 2, cho thay nir
daoi nch lay thubc 1a 24 gio. Thube ddﬂ thai cha yéu qua thin nhy
loc céu than va bai tiét tich cue qua ong than. Khi & trang théi can
biing, 62 - 73% liéu ding cua thude ddo thai qua nude tidy dudi
dang khéng doi. Mgt lugng nho cac chét lién hop glucuronid va
sulfat duge tao thanh. Tham phén méau cd thé loai bo duge mit
phén entecavir.

Chi dinh

Diéu trj nhiém virus viém gan B man tinh & ngudi 1om va tré em g
2 tudi tré 1én c6 ching cit vé su nhén 1én cua virus dang hoat dong
vA c6 ting enzym gan (ALT) dai dang, hodc c6 bang chimg mo hge
vé bénh dang & thé hoat dong.

Chéng chi dinh

Man cam v&i entecavir.

Than trong

Dot bung phat nghiém trong viém gan Bco thé xay ra khi ngimg
diéu tri thudc khang viém gan B, bao gém ca entecavir. Cin glam
sat chit ché lam sang va Cén lam sang ngudi bénh ngimg lhuoc
trong it nhat 6 théng. Néu can thiét, nguéi bénh cé thé phai tiép tyc
diéu tn viém gan B v6i phac d6 phi hop.

Dot c,ap tu phét ctia viém gan B man tinh co thé xay ra sau khi dicu
trj biing entecavir khoang 4 - 5 tuan, dic trung biing tinh trang ting
ALT thoang qua. Sau khi bit dau didu tri, néng dd ALT c6 thé tang
trong khi lal lrong virus gidm. Trén nguai bénh ¢é chire niang gan
con bu, nong do trong huyet thanh cua ALT tang thucng khéng
kém theo tang bilirubin huyel tuong hodc khong dan dén gan mét
bi. O nguoi bi bénh gan uen trién hodc xo gan, tinh trang gan mat
b ¢6 thé xay ra, do d6 can theo doi chat ché khi diéu trj.
Entecavir chua dugc danh gia trén nguoi bénh nhidm dong thin
voi HIV nhung khéng dang diéu trj HIV. Trén nhimg ngudi bénh
nay, cd dit lidu di han ché, cho thdy sur xuat hién chung HIV khing
thudc trc ché enzym sao ma nguoc nucleosid. Do vay khong nén
dung entecavir cho nguai bénh dnng nhiém HIV va HBV néu
ngudi bénh khong duoc diéu tri bang licu phap khang virus hoat
tinh cao (HAART). Trude khi dung entecavir, nén xét nghiém HIV
cho tat ca ngudi bénh.

Céc thude twong tu nucleosid c6 thé giy ra nhidm toan lactic, gan
to nhiéu kém gan nhiém mé tham chi tr vong khi dung don doc
hodc phéi hop voi cac thude khang retrovirus khac. Pa sb cic
truomg hcrp xay ra ¢ phu nir; ngudi béo phi va diéu tri lau dai bang
cac thude nucleosid irc ché enzym phién ma ngugc ciing co thé la
)LLI t6 nguy co. Nhi&m toan lactic thudng lién quan dén tinh trang
mat b cia gan hodic cac bénh 1y trdm trong khac. Cén dimg ngay



