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[Dw phong thai ghép trén bénh nhan ghép tim: | - 2.5 mg/kg/ngay
trong 3 - 5 ngay, dugc truyen trong it nhat 6 gidr,

piéu chinh litu ATG tho: Lidy ATG tho glam & nhimg bénh nhan
gidm bach ciu v/hoge gidm tiéu cu. Néu s6 lugng bach ciu 13
2000 - 3 000/mm’ hodc s6 hrong tidu ciu 1a 50 000 - 75 000/mm’,
pén giam 50% heu Ngu‘ng Lhuoc néu so lugng bach ciu dudi
2 000/mm’ hodc s6 lugng tiéu cau duéi 50 000/mm’.

Twong tic thude

Thude 1 ché mién dich

Cé trong tac duge ly tiem tang (l:ac dung (rc ché mién dich phu)
ATG thé thuong duoc sir dung ket hgp véi céc thudc irc ché mién
dich khac, diéu nay co thé gay suy gidm mién dich qua mirc. Céan
cin nhic sir (re ché mién dich by gidm trong khi diéu trj vii ATG tho.

Tuwong ky,

Duya trén mgt nghién ciru vé tuong thich duy nhét cho 1hay sur két
hgp ciia ATG tho, heparin va hydrocortison trong dung dich tiém
[mycn dextrose ke'[ tua va k]‘mng du’Q‘C |(h'|_|y|_n CAo s dung

Trong truong hop khong c6 dir li¢u vé tinh twong ky ciia ATG the,
khong nén tron lan ATG tho voi che san phim thude khic trong
cung mot lan truyén.

Khéng c6 sur twong tac cua ATG tho véi chai thuy tinh hoac tii
nhua polyvinyl clorua (PVC),

Qui liéu v xur tri

Oua liéu ATG tho u; thé giy gidm bach ciu (bao gém giam bach
cau va giam bach ciu trung tinh) va giam tiéu ciu.

Cdp nht lin cuoi: 2018.

APIXABAN

Tén chung qubc té: Apixaban.

Ma ATC: BOIAFO2.

Loai thude: Thude chong huyf‘t khi, thude tre ché trure tiép yéu

16 Xa.

Dang thude va ham lugng

Vién nén bao phim: 2,5 mg, 5 mg

Duge lue hoe

Tdc dung: Apixaban 13 chit tre ché yéu té Xa lam ngan chan tao

thrombin va hinh thanh huyét khoi. Apixaban trc ché yéu o Xa, lam

kéo dai cac chi so xét nghiém dong mau nhu thoi gian pmrhromhm

(PT), INR va thoi gian thromboplastin hoat hda mot pl 1an (aPTT).

Thay déi quan sat duge trong cac xet nghiem dong mau nay o
khoang liéu dicu tri a nho va co muc do bicn thién cao giira cac cd

thé, khong dung dé danh gid tac dung duge lwe hoc cua apixaban,

Trong thu nghiém tao thrombin, apixaban lam giam kha nang tao
thrombin ng1 sinh trong huyét trong.

Thém vao doé. hoat tinh khang \Lu to Xa cla apt\ahan bicu hi¢n

bang giam hoalt tinh cua enzym VL.LI t6 Xa trong nhiéu bo kit thuong

mai khang yéu té Xa, tuy nhien két qua khic nhau gitra cc bo kit.

Hoat tinh khang yéu (6 Xa co mai twong quan tuyen tinh chat

ché vin nnnt, dd apixaban trong huw.! rrong. dat gia tri 161 da tai

thoi diém nun;_ d6 C_ apixaban va trén pham vi licu rong cua

apixaban, mo1 tuong quan van nhu tuyen tinh,

Co ché tae dung: Apixaban la u..hat {re ché tnye tiép. ¢6 thé dao
nguge va ¢o tinh chon loc cao vai véu to Xa. Apixaban khong yéu
cau 'mlllhromhm 111 cho tac dung chong huyét khoi. Bang cach tre
ché yéu 16 Xa, apixaban ngan chan tao thanh thrombin va phat trién

huvct khoi, Ap;xaban khong tac dung tryuc t1Lp Ién ket tap hicu ciu,

nhung gian lup e ché két tap ticu cau do thrombin gay ra.
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Céc nghién ciru lién lam sang vé apixaban trén mo hinh ddng vit da
chimg minh hi¢u qua chéng huyét khéi cua apixaban trong phong
ngira huyét khé1 dong mach va tinh mach @ liéu duy tri cAm méu.
Dtro'c dong hoc
Hap thu: Sinh kha dung tuyét ddi cua ap:xaban khoang 50% abi
vai liéu 1én dén 10 mg. Apixaban duqc hap thu nhanh chéng, G
dat dugc & khoang 3 - 4 gio sau khi ubng. Udng apixaban 10 mg
ctng vi thire an khong anh huéng dén AUC hodc C,,,. Apixaban
¢o thé dugc ding cung hodc kh(’mg cung thirc an.
Aplxﬂban c6 duge dong hoc tuycn tinh, AUC tang cling voi ting
lidu dén 10 mg. O liéu = 25 mg apixaban, hap thu thudc b giam
va sinh kha dung glﬂm do % hoa tan bi han ché. Céc thong s6
AUC thay déi tir thip dén trung binh giira ce cé thé trong img 14
CV 20% va CV 30%.
Sau khi udng 10 mg apixaban dudi dang 2 vién nén 5 mg nghién
nét trong 30 ml nuée, AUC twong duong vor uéng 2 viénnén 5 mg
nguyén ven.
Sau khi udng 10 mg apixaban duéi dang 2 vién nén 5 mg nghten
nat vai 30 g tdo xay nhuyén, G théap hon 21% va AUC thap hon
16% so vai udng 2 vién nén 51 mg nguyén ven. Nhumg sy giam
AUC nay duge cho la khéng anh huong lam sang.
Khi dung mét vién nén apixaban 5 mg nghién trong 60 ml glucose
5% va dua qua duong sond mii - da day, AUC tuong tu nhu ngudi
khoe manh udng mot vién apixaban 5 mg. AUC & nir cao hon 18%
$0 V@1 nam gidi.
AUC apixaban bi anh huong boi can nang, nguoi c6 can nang
120 kg: AUC thap hon khoang 30% va ngudi can nang < 50 kg:
AUC cao hon khoang 30% (so voi AUC ¢ nhimg ngudi can néng
65 - 85 kg).
Phén ho: Apixaban lién két voi protein huyét hzong khoang 87%.
V, khoang 21 it
(hm en hoa: Aplxabdn duge chuyén hoa chu ycu qua CYP3A4
cing vai gop phan nho cua CYPLA2, 2C8, 2C9, 2CI19 va 2J2.
O-demethyl hoa va hydroxyl hoa o gbc 3-oxopiperidinyl la nhimg
vi tri chinh cua qua trinh chuyén dang sinh hoc. Apixaban khong
chuyén hoa la thanh phan chinh ctia thuée trong huyét tuong, khong
¢o chat chuyén héa co hoat tinh trong mau. Apixaban la chat nén
ctia protein van chuyeén, P-gp va protein khang ung thu vu (BCRP,
breast cancer resistance protein). Khoang 25% liéu udng apixaban
duroc tim thiy trong phan va nude tiéu dudi dang chat chuyén hoa.
That trie: Apixaban duge thai trir qua phan va nudc tiéu. Bai tiét
apixaban qua thin chiém 27% tong thanh thai. Phan con lai bai tiét
qua mat trye Liép vao rudt va thai trir qua phan.
Apixaban co 1ong dé thanh thai khoang 3.3 lit/gio va nira doi thai
trir khoang 12 gio.
Twong quan dwge dong hpc/duge lire hpe cua apb.aban
Moi tuong quan yua nong do apixaban trong huyt.l tuong va hoat
nnh khang yveu td Xa duge mo ta trén cac lhong s0 tac dung khang
yu: td Xa, INR, PT, aPTT Ia mé hinh tuyén tinh. Moi twong quan
duge dong hoc/duge luc hoe o bénh nhin phu hgp v moi tirong
quan xay dung duroe o nguirén khoe manh.
Duye ding hoc & quin thé dic bigt
Ngteai cao tioi (trén 65 tdi) co zléug do thude trong huyét trong
cao hon nguoi tre, AUC trung binh cao hom khoang 32% va khong
co sur khac biét ve C
Ngieai suy than:
Suy giam chirc ning than khong anh hudng t61 Gy,
Mire ting AUC apixaban tuomg quan véi mire giam chirc ning
than, duoc danh gia qua Cl,. O nhimg ngudi bi suy thin nhe
(C1,51-80ml/phat). trung hmh(tl 30-50ml/phut) visuy thinndng
(C Iﬂ 15 - 29 ml/phat), AUC ting 1én tuong (mg 16%, 29% vi 44%

L HE

apixaban.
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s0 véi ngudi ¢6 Cl, binh thudmg.

Chua du bing chimg rd ring vé dnh huomg cua suy thin dén médi
twong quan gilra ndng dd apixaban trong huyét tuong va hoat tinh
khang yéu té Xa.

Bénh nhin bj bénh thin giai doan cudi, AUC ting 36% khi ding
mt lidu apixaban 5 mg duy nhit ngay sau khi thdm téch méu, so
v6i bénh nhdn ¢6 chire ndng thin binh thudng,

Thim tich méu sau 2 gio ding mot licu apixaban 5 mg lim gidm
14% AUC & ngudi suy thin giai doan cudi, twong img véi dj thanh
thai apixaban thim tich la 18 mlfphul Do d6, loc mau khéng phai
la phuong phap hiru higu dé didu trj qué lidu apixaban.

Ngueoi suy gan: Trong mdt nghién ciru so sénh 8 ngudi bj suy gan
nhg, Child-Pugh A diém 5 (n = 6) va diém 6 (n = 2) va 8 ngudi suy
gan trung binh, Child-Pugh B diém 7 (n = 6) va diém 8 (n = 2), doi
chimg véi 16 ngudi khoe manh, cho thiy duge dong hoc va dugce
lyc hoc liéu don apixaban 5 mg khéng bj thay dbi & ngudi suy gan.
Nhimg thay doi tic dung khang yéu (5 Xa va INR tuong ty gitia
ngudi suy gan mirc d¢ nhe dén trung binh va ngudi khoe manh.
Tuy nhién, & b¢nh nhén suy gan mirc d9 trung binh, khéng thy
tac ddng rd rang cta mirc d§ suy giam chirc ning gan t&i qua trinh
dong mau va moi lién quan cia suy gan t&i hi¢u qua va chay mau.
Chura c6 nghién ciru ¢ bgnh nhin suy gan ning.

Chi dinh

Dy phong nguy co dot quy va tic mach hé théng & bénh nhan rung
nhi khéng do nguyén nhéan van tim.

Dy phong bién c6 huyét khéi tinh mach sau & phéu thudt thay khép
goi hodc khop héng chon loc.

Diéu tri huyét khéi tinh mach sau va tic mach phdi.

Dy phong nguy co tai phat huyét khéi tinh mach sau va tic mach
phdi sau diéu trj ban diu.

Chéng chi dinh

Qué min véi apixaban.

Bénh chay mau dang hoat dong (xem thém phﬁn Than trong va Téc
dung khong mong mudn).

Bénh gan c6 r6i loan déng méu va nguy co chiay mau c6 ¥ nghia
lam sang.

Tén thuong hoac bénh ly néu duoc coi la yéu to nguy co giy chay
méu 1ém, bao gdm: loét duong tiéu hoa hién tai hodc gan day, c6
khéi u dc tinh nguy co chiy mau cao, tién sir mdi b| chén thuong
ndo hodc cft sﬁmg phau thudt ndo, phau thujt cot ﬁong hodc nhén
khoa, xuét huyét ni so; gidn tinh mach thuc quan da biét hodc nghi
ngd, di dang déng mach, phinh mach hodc lon bt thudng mach
mau ndi tay hoac trong nao.

Diéu tri dong thdi vai bét ky thude chdng dong méau khéc nhwr
heparin khong phan doan (UFH), heparin trong luong phén tir thip
(enoxaparin, dalteparin...), din xufit heparin (fondaparinux...),
thuéc chong dong mau duong udng (warfarin, rivaroxaban,
dabigatran...) ngoai trir truomg hop cu thé chuyén déi liéu phap
chéng déng méu, sir dung UFH véi liéu dii dé duy tri cathele tinh
mach mé hoidc cathete ddng mach trung tdm hoic sir dung UFH
trong qué trinh cit bo rung nhi qua cathete (xem phan Thén trong).
Thén trong _ _

Nguy co chay mdu: Tuong tu cac thudc chong dong mau khac,
apixaban lam ting nguy co chiy mdu, bénh nhan ding apixaban
phéi duge theo doi can thin céc dau hiéu chay mau. Nén sir dung
than trong trong céc tinh trang ting nguy co xudt huyét. Ngimg
diing apixaban néu xuat huyét néng.

Mic du diéu tri bing apixaban khong yéu cdu theo ddi nng dé
thube thuomg xuyén, nhung trong céc tinh hubng dic biét, nong do
apixaban cé thé gitip dua ra cc quyét dinh 1dm sang, vi dy, qua liu
va phau thuat khin cép.

S
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Nguy co chiy mbu ting & ngudri c6 clin ning thép, ngudi cap tudj,
do d6 cln thin trong.

Tang nguy co chdy mdu khi ding apixaban cung cac thude gy,
hiedng dén tinh trang déng mau: Céin theo doi cn thin néy dim
cling aspirin va céic thubc chong két tip tiéu clu khéc, thubc chéy
déng méu khdc, heparin, thudc lam tan huyel khdi, thue G ché
tai hiip thu chon lgc serotonin, thudc irc ché tai hdp thu serotonip
noreplnephnn va thude NSAID

Tu vén cho bénh nhan vé cic dau higu mit méu, cin bio ngay
cho thdy thudc hodc dén phong cap ciru khi ¢6 mit méu, Ngimg
apixaban ¢ bénh nhin ¢6 bcnh ly xudt huyel dang hoat dong,

Sir dung rhum lam tan huyét khoi dé diéu tri dpt quy do thxeu may
cuc bg cap tinh & beﬂh nhin dﬂ"B dung apixaban ciing cin thin
trong vi hién tai co rdt it dir liéu vé viéc sir dyng nay.

Bénh nhin ung thu dang kom‘ dong c6 thé ¢ nguy co cao bi huyét
khéi tinh mach va céc bién cb chay mau. Khi apixaban dugc cin
nhic diéu tri huyél khéi tinh mach sau hogc tic mach phéi & bénh
nhén ung thu, cn dénh gid can than vé lgi ich so véi rii ro,

Ngueoi suy than nang (Cl,, 15 - 29 ml/phut) cin than trong khi si
dyng apixaban do nong do apixaban trong huyét trong tang lén ¢
ngudi suy théin ndng c6 thé din dén ting nguy co chiay miu. Nhimg
bénh nhén ¢6 C_ <15 ml/phiit, hodic & nhimg bénh nhdn dang lgc
méu, khong khuyén céo ding apixaban do khéng o kinh nghi¢m
lam sang.

Bénh nhén suy gan chéng chi dinh dung apixaban néu dang ré;
loan dong méu va nguy co chdy mau, khong khuyén céo dung cho
bénh nhan suy gan ning. Str dung than trong apixaban & bénh nhin
suy gan mirc do nhe va vira, hodc ALT/AST > 2 lin 2idi han trén,
hodc bilirubin > 1,5 lan gi¢i han trén. Can xét nghi¢m chic ning
gan trude khi dung apixaban.

Tang nguy co bién co huyét khéi néu ngiemg sir dung apixaban
sém. Tuong tw bat ky loai thude chong dang duomg udng ndo, hu
¥ truomg hop khéng c6 di thude chéng déng mdu thay thé. Tang
ty 1& dot quy da dugc quan sat thay trong qué trinh chuyén doi
tir apixaban sang warfarin trong cac thir nghiém lam sang & bénh
nhén rung nhi. Néu ngimg sir dung apixaban vi mét 1y do khac
ngodi chay mau bénh 1y hoac hoan thanh mot dot diéu tri, cin xem
xét diéu trj bang mot loai thude chéng déng mau khac.

Gay té hodic choc do tity song/ngoai mang cimg

Gay té than kinh (gay té tiy song/ngoai mang cimg) hodc choe iy
sOng/ngodi mang cimg & bénh nhan duge diéu tri bang thude chong
huyét khoi & du phong bién chimg huyét khdi c6 nguy co ty mau
ngodi mang cimg hodc tiy sdng, ¢6 thé dan dén 1iét 1au dai hodc
vinh vién. Nguy co xay ra cac bién cb nay co thé ting lén do sit
dung cathete ngoai mang cung sau phau thudt hodc sir dung dong
thoi cac san pham thude ¢ anh hudng dén qua trinh cim mau.
Cathete ngoai mang cirng hodc cathete ndi tuy khong nén rit ra
sém hon 24 gi¢ sau lin ding apixaban cudi cing. Liéu apixaban
tiép theo khong duge ding sém hon 5 gid sau khi rit cathete. Nguy
co cling c6 thé ting lén do chan thirong hodc nhidu lan choc do
ngoai mang cimg hodc cot song. Thuong xuyén theo doi cac ddu
hi¢u va tri¢u chimg ctia r6i loan than kinh (vi du, té hodc yéu chan,
hodc rdi loan chirc ning rugt hodic bang quang) & bénh nhan. Néu
¢6 ton thuong than kinh, cin chin doan va diéu tri khin cap. Truge
khi can thiép than kinh, thdy thudc nén cin nhéc loi ich tiém niing
s0 véi nguy co ¢ bénh nhan da ding thudc chéng dong méu hodc
bénh nhan s& dugc diéu tri chéng déng dy phong huyét khoi.
Bénh nhdn coé van tim nhan tgo: Tinh an toan va hiéu qua cua
apixaban chiwra dugce nghién ciru & nhing bénh nhén c6 van tim
nhan tao. Do dé, viée sir dung apixaban khong dugc khuyén céo 0
nhimg bénh nhan nay.



DTQGVN 3

Héﬂf' _""’:f" "“i" mach ph:ff c-é;hl{wff déf:g khéng on dinh hogc nhimg
ngudnl c;an lam tan Ihuyet‘ khoi hodc cit phéi. khéng ding apixaban
thay '_hc cho l1c;?ar:n khong phan doan dé didu tri khoi diu vi chua
xac dinh dugc tinh an mz'm'viu hiéu qua,

Tang nguy co huyét khoi & bénh nhin c6 hgi chimg khing
phu_sphnhpid dicong r.-‘nh ba lan: Thube chéng dong mau duong
udng tac _d”'"g o lit‘zp, bag gom apixaban, khéng sir dung cho
nhimg t:(:nh nhan mac hoi chimg khing phospholipid duong
tinh 3 lan: duong tinh Vi khing thé chéng dong lupus (lupus
anticoagul'cml‘}. khang the khing cardiolipin (anticardiolipin) va
khang thé khing beta 2 glycoprotein I (anti-beta 2 glycoprotein 1)
vi tang ty 1€ !:nén c0 huyet khoi tai phat (so vai didy tri bing thude
khang vitamin K).

Khing si- dung apixaban G nhimg bénh nhin dang diéu trj ding
thot voi cac chat e che manh (vi du: ketoconazol, itraconazol,
ritonavir) hqéc cam tmg manh CYP3A4 va P-gp (vi du: rifampicin,
carbamachln._phcnymin, co St John).

Bénh nhan phau thudt gay, v xwrong chdu: Khong khuyén cdo sir
dung apixaban.

Ngtedi cao (oi co (‘f(__ < 25 ml/phir: Tranh sir dung apixaban do
ting nguy co chay mau.

Thoi ky mang thai

Hign tai dir li¢u vé sir dung apixaban o phu nit mang thai khong dii
de xac dinh nguy co lién quan dén dj tat bam sinh lom, say thai hodc
cde phat trién co quan bat lgi lién quan dén thude. Diéu tri apixaban
¢6 the lam tang nguy co chay mau khi mang thai va khi sinh.
Trong cac nghién ciru vé sinh san trén dong vat, khong ghi nhan tac
dung bat loi v& phat trién co quan khi dung apixaban cho chudt va
tho o mue do AUC apixaban trr do cao hon 4.1 1dn va 19 lan trong
{mg voi AUC & ngudi ding lidu to1 da 1a 5 mg * 2 lan/ngay.

Tuy nhién, tét nhit tranh khong ding cho phu nir mang thai.

Thoi ky cho con ba

Khong 1o apixaban va chat chuyén hoa ¢6 tiét vao sira me hay
khong.

Dir ligu hién ¢6 & déng vit cho thay sur bai tiét apixaban trong sira.,
Khong thé loai trir rui ro déi vai tré dang bl me.

Can nhic ngimg cho con bii hodc ngimg diéu tri apixaban can tinh
dén loi ich cua cho con bl doi vai dira tré va lgi ich cua liéu phap
apixaban doi voi nguoi me.

Téc dung khéng mong muén (ADR)

Cac ADR chi _n-:'u (duoc dé cap chi tiét & phf‘m Thin lr:,m_g,). I";‘mg
nguy co huyét khoi khi ngimg apixaban, chiy mau, cac bién co khi
giy té hoiic choc do tuy song/ngodi ming cing. .

Str dung apixaban co thé lam tang nguy co chay mau an hufic cha_iy
mau qua mire tir bat k¥ ma hodc co guan nao, ¢o thé dan dén thicu
mdu sau xudt huyét. Cac diu hicu. triéu chimg va mire d¢ nghiém
trong khac nhau tay theo vi tri hodic mire do chay mau.

Cac ADR nghicém trong

Huyét hoe: xuat huyét (2.08 - 4.83%), xuat huyét nang (0.1 - 2,13%).
xuat huyét sau phau thudt (0.1%). _ .

Nhan khoa: xudt huyét két mac (0.1% - < 1%). xuat huyét vang
mac (0.1 - 1%). . :

Tiéu hoa: xuat huyét tiéu hoa (0,1 - 0.83% /ndm). xuat huyet truc
trang (0,1 - 1%), xuat !w_\_'ét duong tiéu hoa trén.

Gan mat; xét nghi¢m chire ning gan bat thuomg (1%). AST tang,
phosphatase kiém huyét tang (1%), GGT ting. ALT tang, bilirubin
huyét tang (1%).

Mién dich hoc: phan tmg qua man (< 1%). _ ,

Thin kinh: ty mau ndi so ngoai mang cumg. xuat huy€t trong so
(0.33%/nidm), ty mau dudi mang cimg cot song khong do chan
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thuong, ty mau dudi mang cirng ¢t séng do chin thuong.

Cao: chay méau co (< 1%).

Than: dai mau (1,4 - 2.1%).

Thirong gap

Da: bam tim (1.4 - 2,2%).

Tiéu héa: chay mau nuéu ring (dudi 0.1 - 1,4%). ‘

Huyét hoc: huyét khdi tinh mach séu (1,3 - 1,5%), thiéu mau, giam
tiéu cau. ) o ;

Sinh duc: rong kinh (1,4%), xuét huyet am dao bat thudmg, xudt
huyét niéu sinh duc. '

Hé hip: chay méu mii (0,1 - 3,6%), ho ra méu (< 0,1 - 1,2%).

It gap )

Mach méu: ha huyét ap. ‘ . ’

Tiéu hoa: chay mau miéng, non ra mau, chay mau sau phic mac,
chay mau 6 bung. ‘ ) o

Da: phu mach, ngira, man do, rung I6ng, rung toc, hong ban da
dang.

Mién dich: phan vé. o ‘ ‘

Xuat huyét sau thu thudt (tu mau sau thu thuat, chdy mau vét
thuong, tu mau tai vi tri choc do mach mau va vi tri dit cathete),
chay mau va tu mau tai vel mo.

Liéu lwong va cach dung

Cdch ding ) ) ]

Apixaban dung dudmg uong, liéu chia lam 2 lan/ngay, khong anh
hwong boi bira an. ) N ‘

Néu khong thé nudt toan bd vién nén, cd thé nghicn nat vién nén
apixaban 2.5 hoge 5 mg trong nuée, hojic glucose 5%, hodc nudc
tao, hodc tron vari nude sot tao va dung ngay bang dudmg uong. Neu
phai ding qua Ong sond da day: Vién nén apixaban duge nghién
nho va hoa trong 60 ml nude hode dung dich glucose 5% va bom
qua sond da day. Vien nép apixaban nghién trong mréc, glucose
59, nude tao hodc nude sot tao on dinh trong 4 gio.

Ouén liéu: Néu quén | lidu, can ubng ngay liéu da quén trong ngay
va ngay tiép theo tiép tuc su dung licu 2 Jan/ngay nhir trude.
Chuvén dieu i tir thuoc chong déng mau dwong tiém sang
apixaban {va ngirge lai).

Chuyén tir warfarin sang apixaban: Nén ngimg str dung warfarin va
bét dau sir dung apixaban khi INR duéi 2,0

Chuyén tr apixaban sang warlarin: Apixaban anh huong dén INR,
do dé cac phép do INR ban dau trong qua trinh chuyén déi sang
warfarin ¢o the khong giup ich cho xac dinh liéu warfarin thich
hop. Do dé tai thai diém ngimg liéu apixaban, thay thé bing bit
diu ding ca thude chong dong mau dudng tiém va warfarin, sau
da ngimg thude chong dong dudng tiém khi INR dat dén pham vi
phu hep.

Chuyén tir apivaban sang thuoe chong dong mau khéng phai
warfarin (uong hodc tiém): Ngimg apixaban va bat ddu ding thude
chéng dong mau mar khong phai warfarin vao thoi diém théng
thuémg cta li¢u apixaban tiép theo.

Chuyén tir thuoe cho 1¢ dong mau khong phat warfarin ( m:fng hoac
tiem) sang apixaban: Ngimg ding thube chéng déng mau khong
phai warfarin va bt dau dung apixaban vao thai diém théng thuémg
cua liu tiép theo cua thude chong dong mau khong phai warfarin.
Liéu luong

Neweoi lon:

D phong nguy co dot quy, va tic mach hé ffr(fng o bénh nhadn rung
r{im H'h{- khing do nguvén nhan van tim: Liéu thang thuong 5 mg/
lan, 2 lan/ngay.

Giam lieu: Liéu khuyén cdo 2.5 mg/lan, 2 lan/ngdy. dp dung cho
nhirng nguai ¢o 2 trong 3 ti¢u chi sau:

Ngudi bénh > 80 tudi.
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Khéi lugng co thé < 60 kg.

Creatinin huyét thanh > 1,5 mg/dl.

Dy phong b:en co huyer khoi tinh mach sdu & nguoi lom phau thudt
thay khop go: hodc khép hdng:

Liéu khuyén cdo: 2,5 mg/lin, 2 lin/ngdy, liéu ban dAu ding & thoi
diém khoang 12 - 24 gid sau phiu thugt.

Phiu thuit thay khop héng, thoi gian diéu trj duge khuyén céo la
35 ngay.

nmwﬂmykhopgéummd-wmdmkhwénmla 12 ngay.
Diéu tri huyer khoi tinh mach séu hodc tac mach phai va du phong
nguy co tai phat sau diéu trj:

Liéu diéu trj khuyen cdo: 10 mgﬂan 2 lan/ngay, trong 7 ngiy dau,
nhimg ngay sau d6 5 mg/]an, 2 lin/ngay. Théi gian diéu tri it nhit
3 théng va dua trén cic yéu m nguy co tam thai (vi dy: cac phéu
thuat, chén thuong, bit dong gan day).

Liéu dur phong tai phat (bét dau sau 6 thang hoan thanh phac )
diéu trj v&i apixaban 5 mg) khuyen céo ding liéu 2,5 mg * 2 lan/
ngdy hodc ding mgt thudc chéng dong mau khéc Théi gian diéu
tri tong thé tuy thue ca thé sau khi danh gia can than lgi ich diéu
trj so v6i nguy co chay rnéu

Ngwdi cao tuéi: Khong can hiéu chinh liéu, ngoai trir trrémg ho'p
dat tiéu chi glam lidu & chi dinh dy phong nguy co djt quy va tic
mach hé théng & bénh nhén rung tim nhi khong do nguyén nhan
van tim.

Tré em: Cho dén nay chua co dir liéu vé tinh an toan va hiéu qua
ciia apixaban & tré em < 18 tudi.

Ngudii suy thin

Suy rhan mirc do nhe va vica:

Khong can h]¢u chinh liéu dbi véi cac truomg hgp du phong bmn
¢ huyét khéi tinh mach sdu & nguoi lén phéu thudt thay khup gbi
hodc khop hing; diéu tri huyét khoi tinh mach sau va tic mach
phéi; dy phong nguy co tai phat huyét khéi finh mach séu va tic
mach phdi sau diéu trj ban ddu.

Trudmg hop du phong nguy co dot quy va téc mach hé théng & bénh
nhin rung tim nhi khéng do nguyén nhén van tim, c6 creatinin
huyét thanh > 1 5 mg/dl {133 micromol/lit) va = 80 tudi hodc thé
trong < 60 kg cén giam liéu nhu mo ta plua trén. Néu khong cd
tiéu chufn khac dé giam liéu (can nang, tudi) thi khéng can hiéu
chinh liéu.

Suy than nang (Cl_15-29 m!/p}w()

Su dl.mg apxxaban than trong dbi vdi cac truomg hop du phong bleIl
cb huyét khéi tinh mach siu & nguo'l lém phau thuat thay khcp 26i
hodc khop hang; diéu tri huyét khoi tinh mach sdu va tdc mach
phdi; du phong nguy co tai phat huyét khéi tinh mach séu va tic
mach phoi sau diéu tri ban dau.

Diing lidu thip hon (2,5 mg, 2 lan/ngay) cho du phong nguy co
dot quy va tic mach hé théng & bénh nhan rung tim nhi khéng do
nguyén nhin van tim.

Chura ¢6 kinh nghiém lim sang nén khong c6 khuyén céo sir dung
apixaban cho bénh nhan suy than c¢6 Cl,, < 15 ml/phut hodc bénh
nhan phai loc mau.

Ngudi suy gan

Trudc khi sir dung apixaban, cin xét nghiém chirc nang gan.
Khong khuyén céo dung apixaban ¢ ngudi suy gan nang.

Sir dung thén l:rong @ ngudi suy gan nhe va vira (Child Pugh A
hodc B), khong can hiéu chinh liéu.

Bénh nhan c6 ting enzym gan ALT/AST > 2 lin gi¢i han trén
hodc bilirubin todn phﬁn > 1,5 lan gii han trén da bi loai khoi cac
nghién ciru 1am sang, do d6 cin sir dung thén trong & nhimg bénh
nhin c6 dic diém nay.

Lidu diing theo can ning, ching tjc va gidi: Khong can hi¢u

chinh lidu theo ciin niing, ching toc va gidi (ngoal trir truémg hop
dy phong nguy co djt quy va tc mach hé théng & bénh nhin fung
nhi khong do nguyén nhén van tim cé du tiéu chudn giam lidu),
B¢nh nhin rung tim nhi khong do nguyén nhan van tim khi diéy
tri dét dign van tiép tuc dung apixaban.

Bénh nhan diéu trj b&ng séc dign chuyén nhip

C6 thé bit dhu hodc tiép tuc dung apixaban khi diéu trj sbc dign
chuyen nhip.

Pb6i vai nhimg bénh nhan chua dugc diéu trj trude d6 bing thube
chéng dong mau, cin xem xét loai trir huyét khdi nhi trdi bing
phuong phip siéu im tim qua thyc quan hodc chup CT trude khi
tién hanh soc dién chuyen ni'up tim.

Péi véi bénh nhan bt diu diéu tri hing apixaban, nén dung 5 mg
x2 lanfngéy trong it nhit 2,5 ngay (5 lidu dom) trude khi soéc dlen
chuyén nhlp tim dé dam bdo khéng dong phu hop. Nén giim licu
aplxaban xuong 2,5 mg, ding 2 lan/ngay lrong it nhét 2,5 ngay
(5 liéu do‘n) néu bénh nhan dap img tiéu chudn giam liéu (xem phin
Giam hcu va Liéu ding & ngudi suy thén).

Néu cén sdc dién chuyen nhip tim trude khi ding da 5 liéa
apixaban, nén cho lidu nap 10 mg, sau d6 12 5 mg x 2 lanfngay
Nen giam lidu xudng liéu nap 5 mg, sau d6 12 2,5 mg x 2 Ianfngay
néu bénh nhén dap (mg céc tiéu chuin giam liéu (xem phin Giam
liéu va Liéu ding & nguoi suy than). Liéu nap nén ding it nhit
2 gidr trude khi s6c dién chuyén nhip tim.

Doi voi tit ca benh nhan cén soc dién chuyen nhip tim, can xdc
nhan trude khi sdc dién chuyén nhlp tim rang bcnh nhén di dung
apixaban ding nhw k& don. Ouyet dinh viéc bit dau va thei glan
diéu tri nén tinh dya trén cac khuyen cdo hudng dan diéu trj chéng
d6ng méu & nhimg bénh nhéin sbc dién chuyén nhip tim.

Bénh nhan rung tém nhi khong do nguyén nhdn van tim va hgi
chimg vanh cip vi/hodc can rh;gp mgch vanh qua da

Kinh nghiém con han ché khi diéu tri bing apixaban & liéu khuyén
cdo cho b¢nh nhan rung nhi khong do nguycn nhan van tim c0 sit
dung két hop véi thubc chéng két tap tiéu cau & bénh nhén hol
chimg vanh céip va/ho3c co can thi¢p mach vanh qua da sau khi 6n

dinh huyét dong.

Twong tic thube

Apixaban Ia cht nén cia ca CYP3A4 va P-gp. Cic chat e ché
CYP3A4 va P-gp lam ting AUC apixaban, gdy ting nguy co chiy
mau. Chit cam mg CYP3A4 va P-gp lam giam AUC apixaban,
lam tang nguy co dot quy va cdc bién c6 huyét khdi tic mach khc.
Chit trc ché két hop P-gp va CYP344 manh:

Bénh nhan dung apixaban 5 mg hodc 10 mg x 2 lan/ngay. liéu
apixaban nén giam 50% khi dung chung voi céc thude e ché P-gp
vi CYP3A4 manh (vi du: ketoconazol, itraconazol, ritonavir).
Bénh nhén ding apixaban liéu 2,5 mg x 2 lin/ngay, tranh ding
chung vai thuée tre ché két hgp P-gp va CYP3A4 manh.
Clarithromycin: Mic du clarithromycin |a chit trc ché két h(;rp
P-gp va CYP3A4 manh, nhung dir liéu dugc déng hoc cho théy
khéng can diéu chinh liéu khi ding dong thoi véi apixaban.
Diltiazem: St dung dong thoi ap1xaban va diltiazem (chat e
ché CYP3A4 trung binh va P-gp yéu) lam tang AUC 1én 1,4 lan va
C,.x @pixaban ting 1,3 lan.

Naproxen: Str dung dbng thoi apixaban va naproxen (chat irc ché
P-gp) lam ting AUC lén 1,5 lin va C,,. apixaban ting 1,6 lan.
Apixaban khong anh huong toi duge dong hoc naproxen.

Chdt cam vmg két hop P-gp va CYP3A4 manh: Tranh sir dung
dong thai apixaban véi chat cam mg két hgp P-gp va CYP3A4
manh (vi dy: rifampin, carbamazepin, phenytoin, cé St. John)
vi nhung loai thude nay s& lam glam AUC ap:xaban

Thudc chéng dong mau va c&ang két tdp tiéu cdu: Sir dung dong
thi apixaban va céc logi thudc anh huéng dén qué trinh cAm méu

-_——
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(vi du: mpmn hoac cdc logi chong két l{lp tiéu cdu khac, ht.pnnn

hodc cac chat chéng dong mau khic, thude tiéu sgi huyu chat (rc

ché tai hap thu chon lgc serotonin [SSRIs], chét ire ché ti hap thu

chon loc norepinephrin [SNRIs], NSAID) va sir dung NSAID dai

ngdy lam tang nguy co chay mau,

Tweong tdc vai thie an: Tranh cac san phém tir burdi.

Tranh cac loai thao mde va thue pham chirc nang c6 hoat tinh
hong dong méu/chong két tap tidu cau, vi du nhu t6i, gimg, viét

quit den, dan sam (danshen) va bach qua (Ginkgo biloba).

Qui liéu va xir tri

Tri¢u fhm:g Dung qua liéu apixaban lam ting nguy co chay mdu
[xem phan Than trong]. Trong cac thir nghiém 1am sang co doi
chimeg, apixaban dung dudng uéng & ngudi khoe manh vai lidu 1én
dén 50 mg/ngay, trong 3 - 7 ngiy (25 mg, 2 lan/ngay, trong 7 ngay
hogc 50 mg/lan/ngay, trong 3 ngay) khong ¢6 ADR lién guan lam
sang.

Xie tri: O nhimg ngudi khoe manh, sir dung than hoat 2 va 6 gidr sau
khi ubng liéu don apixaban 20 mg lam giam AUC apixaban trung
binh twomg (mg 1a 50% va 27%. Do do, sir dung than hoat tinh c6
thé hiru ich trong vige diéu tri qua lidu _apixaban hogc do vo tinh
nubt phai. Co the st dung loai thude sén co tac dung dao nguoc
hoat dong chéng yéu té Xa cua aplxaban (andexanet alfa).

Trong truong hop co bién chmlg xuit huyét, phal ngimg diéu tri va
um nguyen nhan chay mau. Can xem xét didu tri phu hop, vi du,
cam méu bang phdu thudt, truyén huyét trong tuoi dong lanh hoge
sir dung chit hd trgy dao nguge cac chit e ché yéu 1 Xa.

C.{]F trudmg hop cian dao nguoe khang dong do chiay mau khong
kiém sqail dugc 'hog"{c dt; doa tinh mang: str dung thude dao nguge
véi thube (re ché yéu 10 Xa. Co thé sir dung cac chét ¢b dic phirc
hgp prothrombin (PCCs, prothrombin complex concentrates) hodc
yéu té VIla i t6 hop. Tuy nhién, hi¢n tai chura ¢6 kinh nghiém
vé viée sir dung PCCs va yéu td VIla tai td hop & mdi ca thé dung
apixaban. Cé thé dicu chinh lai liéu lugng PCCs va yéu t6 VIla téi
t& hop tiy thude vao viée cai thién tinh trang chay mau.

Nén tham khao v kién cua chuyén gia vé dong mau trong truong
hgp chay mau nhiéu,

Loc mau bang than nhan tao khong hi¢u qua trong X tri qua licu
apixaban.

Cdp nhdt lan cudi: 2021.

ARGININ

Tén chung quoe té: Arginine.

Mi ATC: BOSXBO1.

Loai thude: Thube chan doan chirc nang tuyén yén: thude lam
giam amoniac mdau; bo sung acid amin.

Dang thudc va ham lwong

Dung dich tiém truyén tinh mach arginin hydroclorid: 10% (dung
dich 1 g/10 ml), 1o 200 ml, 300 ml.

Dung dich udng arginin hydroclorid: 1 ¢/5 ml.

Duge lye hoe

Arginin, nhir cac acid amin dibasic khac, kich thich mw.n yén giai
phong hormon ting truong va prolactin, kich thich tuyén tuy giai
phong glucagon va insulin.

Téc dung cua arginin kich thich giai phong hormon ting truéng,
prolactin, glucagon va insulin khong phu thudc vao sur kiém soat
gial phong adrenalin va thay d6i nong do glucose huyét. f\rgmm
kich thich giai phong hormon ting truong va prolactin cua tuyén
yén ¢o thé do tic dung Ién vun;, duréi doi. G bénh nhén co chire
ndng tuyén yén binh thuémg, nong dé hormon ting truémg trong
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huyét ruong tang sau khi ding arginin, con o bénh nhin c6 chirc
ning mycn yén suy gidm, hormon ting trudmg ling rht it hodc
khong tang.

Arginin la mgtacid amin chu yéu trong chu trinh uré & b¢nh nhan bj thiéu
hut enzym N-acetylglutamat synthase (NAGS), carbamyl phosphat
synthetase (CPS), ornithin transcarbamylase (OTC), argininosuccinat
synthetase (ASS), hoac argininosuccinat lyase (ASL).

Dung arginin hydroclond & bénh nhan cé cac roi loan nay
Jam héi phuu nong do arginin huyét, giap ng.m chan sy di hoa
protein. Truyén tinh mach cho bénh nhan bj thiéu hut ASS hogc
ASL ¢0 tac dung day manh sy hop nhét amoniac vao citrulin va
argininosuccinat. Cac san phnm trung gian nay cua chu trmh uré
it doc va dé bai tiét trong nudc tiéu hon amoniac va cung cap mét
chudi cac phan img hoa sinh dé thai trir chat thai nito.

Argmm lam tang nong do glucose huyét. Téc dung ndy c6 thé 13
true tiép. Su phan hiy glycogen va su tin tao glucose ciing ¢é thé
th(mg qua arginin kich thich giai phong glucagon.

Nong dd gastrin trong huyét thanh tang do arginin. Thuéc e ché
canh tranh sy tal hip thu cua ong thin va vi thé 1am tang sur bai tiét

protein trong nuwoc tiéu gom albumin, chudi nhe immunoglobulin

va beta, microglobulin.

!)trqrc dang hoc

Hép thu: Arginin hydroclorid hap thu tot qua dudmg tiéu héa.
C,,.. dat duge sau khoang 2 gio. Sinh kha dung tuyét déi 70%. Sau
khi truyén tinh mach C,,., cua arginin dat duge & 20 - 30 phit sau
khi bt du truyén.

Phdn bé: Arginin phan bd nhiéu vao cac mo.

Chuyén hoa: Arginin hydroclorid duge két hop vai nhidu qua
trinh phan tmg sinh héa. Thube chuyén hoa manh & gan, tao thanh
ornithin va uré qua sy thuy phan nhom guanidin dudn sy xuc tac
cuia arginasc.

Thai trir: Argmm duoc loc & dng than va duoc hép thu lai gén nhu
hoan toan o ong than.
Nura doi thai rir: 1,2 -
Chi dinh

Euromg tiém rm_péu tinh mach

Dung lam thu nghiém danh gia du trit hormon ting trrdmg caa
tuyén yén & nguai nghi ngd hojc da biét bi thiéu hormon tang
truamg trong cac bc,nh nhu suy toan bd ruyen vén. lun do tuyén ycn
adt..nom ruyen yén té bao ky sic, u 50 - hau sau phau thuat, ciit bo
tuyén )Lﬂ chén thuong mycn yén, bénh to dau chi, bénh khéng 16
v cac van dé lién quan dén tang truong va tam voc.

2 gid.

Durémg uong

Diéu tri tang amoniac huyét bam sinh do réi loan chu trinh uré.
Ha tro diéu tri chimg kho tiéu.

Chong chi djnh

Man cam véi thudc.

Thin trong

Qua liéu arginin hydroclorid truyén tinh mat.h & tré em ¢o thé din
dén nhiém toan chuyén hoa téng clorid huyét, phu ndo va co thé
gdy wr vong. Da ¢o bio cao vé qua liéu arginin hydroclorid tiém
finh mach @ tré em dan dén tir vong nén phai hét sire than trong khi
su dung o tré em.

Phan img qua man, bao gom phén ung phan vé da duge bao cdo.
Khi lmyen arginin hydroclorid phai sin c¢o cac phucmg tign cép
ciru. Néu phan ¢mg phan vé hoic phan img qua man ning nao khic
xay ra, nén ngimg truyén ngay va xir tri phu hgp. Khong dung
arginin hydroclorid d6i v&i bénh nhén ¢6 co dia di img.

Cac dung dich tiém truyén arginin hydroclorid duge ding theo
duomg tinh mach.



