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Gentamicin: Nghién ciru trén nhimg ngudi bénh dang dung
ymmhm va phai diéu tri nhidm khudn K. preumoniae bing

gentamicin cho thiy thiéu sy déap mg diéu tri nhanh chong va do

6 cn phai dénh gid lai hi¢u qua cia khang sinh.

Flucytosin: Cytarabin {tc ché téc dung ciia flucytosin do lam giim

abng do flucytosin trong huyét tuong.

Digoxin: Cytarabin lam gidm hdp thu qua duéng tiéu hoéa cia

digoxin. Nguyén nhin ¢6 thé 12 do cac héa chit chélng ung thur tam

thén pha hiy niém mac ruft. Nén sir dung digoxin dudi dang vién

nang chira dich léng hoic elixir dé giam thiéu tuong tic nay vi

thudc sé duge hap thu t6t hon.

Phenytoin: Cé thé 1am giam hap thu phenytoin.

Tuwong Ky _

Mic di trong y vin da ghi cytarabin twomg ky véi dung dich
fluorouracil vd methotrexat nhung mdt s6 nghién ciru cho thay
cytarabin van bén vimg trong vai gits khi hoa 1dn véi methotrexat.
Qué liéu va xir tri

Triéu chimg: Truyén tinh mach 12 lidu, m&i liéu 4.5 g/m?, trong
L gi¢r cach nhau 12 gid, gy dde qua mirc khéng héi phuc cho hé
TKTW va chét. Dung céc lidu don 1én téi 3 g/m? tiém tinh mach
nhanh khong gy ddc rd rét.

Thong tin vé ngd doc cap cytarabin liposom con rat han ché. Ba
¢6 truomg hop bénh nhin bi tir vong sau 36 gicr dung liéu 125 mg
dbng thoi véi xa tri va truée d6 duge ding methotrexat tiém vao
nio that.

Xir tri- Khong ¢6 thude giai doe dac hidu. Cin ngirng diéu tri, sau
do giai quyét vin dé suy tiy bao gbm truyén mau toan phan hay
truyén tiéu ciu va diéu tri bing khang sinh.

Trong h'ucrng hq:rp qua lidu {.ytambm tir do ding theo duémg tlem
trong (mg tity sdng co thé trao dbi dich ndo tay bang nude mudi
sinh 1y ding truong. Nén cin nhéc phuong phap nay khi qua liéu
cytarabin dang hdn dich liposom.

Cdp nhdt lan cuéi: 2017.

DABIGATRAN ETEXILAT

Tén chung quée té: Dabigatran etexilate.

Ma ATC: BO1AEOD7. )
Loai thudc: Thude chéng dong méu, irc ché thrombin trye tiep.
Dang thube va ham lwgng

Vién nang (dang mudi dabigatran etexilat mesilat): 75 mg, 110 mg,
150 mg (ham lrong tinh theo dabigatran ctexilat).

Dugce luc hoe

Sau khi vio co thé, thube dm)lc chuyén thanh dang ¢d hoat tinh
1a dabigatran, mot chét (rc ché thrombin truc tiép dic hiéu, thuin
nghich ¢¢ kha nang trc ché thrombin & ¢a dang ty do va dang
gan fibrin. Tir 46, c6 kha nang chbng déng méu qua trung gian
thrombin.

Duge djng hoe

Hap thu: Hap thu nhanh, sau phuu thuat, sy hap thu khai dau
thirémg chidm hon. Théi gian dat ndng d¢ dinh trong huyét tueong:
| giér. Thirc &n lam kéo dai thoi gian nay thanh 2 gio nhung khong
1am thay ddi sinh kha dung. Sinh kha dung: 3 - 7%.

Phdn bo: Thé tich phan bd khoang 50 - 70 lit. Lién két protein
huyét tuong: 35%.

Chuyén héa: Dabigatran etexilat dugc thay phan nhanh va hoan
toin thanh dabigatran (dang c6 hoat tinh) do enzym esterase trong

huyét twong va & gan. Vé gan, dabigatran tiép tuc dugc lién hgp voi
glucuronid thanh dgng isomer acylglucuronid c6 hoat tinh tuong
duong dabigatran, chi¢m khoing 10% tong lugng dabigatran trong
huyct tuong.

Thai m: 80% qua nurde tiéu, Nira dori thai trir: 12 - 17 gid, & ngudi

cao tudi 13 14 - 17 gio. Nguai suy than nhe hofic vira: 15 - 18 gio,
ngudi suy thin ning: 28 gid.
Chi dinh

Dy phong va diéu trj huyet khéi finh mach sdu v thuyén tic phdi &
bénh nhan da dié tri bing thudc chong dong dudng tiém 5 - 10 ngay.
Lam giam nguy co dot quy va thuyén tic mach toan than & bénh
nhin rung nhi khong do bénh van tim.

Dur phong huyct khdi tic mach sau phiu thuat thay thé khép hang
hoic khop gm

Chobng chi dinh

M2n cim véi thude.

Xuét huyét cap tinh.

Bénh nhan dung van tim nhén tao.

Thén trong

Néu ngimg ding dabigatran khong phai do xudt huyét cip tinh
hoac sau khi két thiic 1 liéu trinh diéu tri, cin cin nhic sir dung mm;
thube chong dbng khéc dé thay thé nhim tranh nguy co huyét khéi.
Co thé xay ra ty mau & tiy sdng hodc ngodi mang cirng khi [,ey
& hofic choe do tity séng ¢ nhimg bénh nhan dang dung thuoc
chéng dong din dén liét tam théi hodc 1au dai. Nguy co nay tang
1én khi ding cathete ngoai mang cimg dong théri véi cée thuoc anh
hudmg dén huyét dong nhu NSAID, thude chdng két tap tiéu cau,
cac thudc chéng déng méu khac va & bénh nhan ¢ tién st chén
thromg hodc da timg gy 1€ hodc choc do ty song hojc ¢b tién sir
di dang cot song hoiic phau thudt cdt séng. Viée loai bo hodc thay
thé cathete hodc kim choc do tiy song tot nhat 1a khi nfmg do thude
chong dong dabigatran thap. Tuy nhién, thi gian t6i wu chwra duge
x4c dinh. Cin theo doi chat ché dau hiéu ton thuong than kinh
(vi du dau gira lung, véu nhuge chi, roi loan chire ning dai tién,
tiéu tién), cin chin doan va diéu tri kip thin. O bénh nhan diéu tri
hodc dy phong huyét khéi, cin danh gia nguy co/lgi ich truée khi
lam thi thuat can thiép cét song.

Trénh ding dong théi véi cac thudc ire ché thrombin tryc tiép khac,
heparin va din xuft, clopidogrel, NSAID... do lam tAng nguy co
xudt huyét.

Thin trong khi diung cho bénh nhén suy gan ning.

Cin theo ddi chite nang thin trrée va trong khi diéu tri, dic biét &
nhimg ngudi da c6 tién sir suy gidam chirc nang thin. Ngimg diing
& tht ¢d cac bénh nhén ¢6 sty than cép.

Dac biét thin trong khi ding cho ngudi cao tudi do nguy co xuit
huyét ting 1én theo lira tudi. Thin trong khi diing cho ngudi tir
75 tudi trés 1én hodc ¢6 Cl_< 30 ml/phit.

Thoi ky mang thai

Chua ‘{6 di dir ligu vé vide sir dung dabigatran & phy nit mang
thai. Cén tranh ding thude chéng déng dudmg ubng trong thoi ky
mang thai.

Thoi ky cho con ba

Chura biét 1o thude cé bai xudt vao sira me khéng. Cén than trong
can nhic xem nén ngung cho con bi hay nén ngimg dung thude.
Tic dyng khéng mong mubn (ADR)

Thieong gap

Tiéu héa: kho tiéu, trigu chimg giong viém da day.

Huyét hoe: xudt huyé't,
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It gap

Da: vét thuong tiét dich,

Tiéu hoa: dau bung, kho tiéu, xudt huyét tiéu héa, triéu chimg
giong viém loét tiéu hoa.

Tiét niéu: tiéu ra mau.

Huyét hoc: thiéu mau, tu méu, xudt huyét vét thuong hoic sau phau
thuiit.

Gan: tang ALT.

Hiém gap

Phu dj img, sdc phan vé, phi mach, xuét huyét tai cathete, tai bién
mach mdu ndo, giam hematocrit, ty mau ngoai mang cimg, vét
bim xudt huyét, loét thue quan, xuit huyét tiét nigu, xudt huyét ngi
nhin, xuit huyét de doa tinh mang, xuit huyét b tri, suy gan, qua
mén, ting AST, xuit huyét ni s, xudt huyét co, nhdi mau co tim,
xult huyét hiu mon, xudt huyét sau mang bung, chay mau quanh
tim nghiém trong (sau phiu thugt thay van tim), tu mdu tiy séng,
giam tiéu cau, huyét khéi ¢ bénh nhan dat van tim nhan tao, dét
quy thoang qua.

Hirémg din céch xir tri ADR

Bién chimg thuémg gap nhat la xuit huyét, nguy co ting lén khi
ding dong thoi véi cac thude lam tang huyét dong nhu heparin,
thuéc tic ché tiéu ciu hodic & ngudi suy than, ngudi cao tudi, dic
biét 14 & ngudi nhe cin. Cin theo ddi cée triéu chimg xuat huyét.
Néu xdy ra bién chimg xuét huyét, cin ngimg diéu trj, phau thuat
cam méu hodc truyén mau néu can. C6 thé ding idarucizumab dé
nhanh chéng (rc ché tic dyng ciia dabigatran.

Liéu lwong va cich ding

Cdch ding

No6i chung khong cin theo doi thudmg xuyén bing xét nghiém
dong mau khi diing dabigatran. Tuy nhién, tfrong mt 50 truong hop
nhu qua lidu hodc khi bénh nhan c6 bién chimg xuét huyet hodc
huyét khoi tic mach hodc khi can phéu thuit cap ciru, can danh gia
mirc ¢ chéng dng mau. Xét nghiém thoi gian dong méu ecarin
(ECT hodc ECA), xét nghiém thai gian thrombin pha lodng (dTT)
hodc thér gian thromboplastin hoat hoa timg phin (aPTT) ¢6 thé
diing dé dénh gid mirc 46 dong méu khi ding dabigatran. Thai gian
thrombin (TT) ciing c6 thé co ich khi phat hién dabigatran trong
mau do d6 nhay cao nhung nén nhin dinh két qua mét cich thin
trong. Khang dung thai gian prothrombin (PT) hodc chi s6 INR vi
d9 nhay kém khi theo déi diéu trj véi dabigatran.

Dabigatran ding dwéng uéng, khéng bi anh hirong boi thire an.
Nén nuét nguyén vién thudc véi mét coc nude day. Neu quén udng
thuoe, nén uéng sém nhét ngay khi nhé ra. Tuy nhién, !if":u quén
ndy nén bo qua néu khong thé udng thude trudc lidu tiép theo it
nhit 6 gio. Khong duge ubng b 2 liéu cing mot lic.

Liéu ding

Ngudi 1om:

Dy phéng nguy cor dot quy va thuyén tic mach todn thin & bénh
nhdn rung nhi khéng do bénh van tim: Ubdng 150 mg, 2 l?ln.*'ngﬁy a
bénh nhan c6 Cl_ > 30 ml/phit.

D phong tai phat va diéu tri huyél khai tinh mach sdu cap va/hogde
thuyén tdc phoi: Ubng 150 mg, 2 lin/ngay (sau khi 43 diéu trj bing
thudc chong dong dudmg tiém 5 - 10 ngay).

D phong huyé: khoi tinh mach sdu va thuyén tdc phéi o bénh nhdn
phau thudt thay khép hang: Udng liéu don 110 mg, trong vong | - 4
gitr sau phiu thudt (sau khi da cim méu), sau d6 ding lidu 220 mg,
I lan/ngay. Néu khong ding dabigatran trong ngy phéu thudit, can
diing liéu khéi ddu 220 mg, | lin/ngdy, ngay sau khi di cam mdu.
Nha san xuéit khuyén céo li¢u trinh diéu tri 28 - 35 ngdy sau khi
phéiu thut thay khép hang. Theo ACCP, nén ding it nhat 10 - 14

ngay, c6 thé kéo dai t6i 35 ngdy sau philu thudt chinh hinh.
Chuyén tie thude ching dong khdc: Khi chuyén tir warfarin sang
dabigatran, cin khi ddu diéu tri dabigatran sau khi ngimg ding
warfarin va INR dat t8i thiéu 2. Khi chuyén tir ding chéng déng
dudmg tiém, liéu cich quing (vi dy cnoxaprin), licu diu tién cig
dabigatran cin trong vong 2 gi¢r trudc liéu ticp theo ":’".l kién ciia
thuée chéng dong duomg tiém ding cich quang. Khi chuyén ti
diing thube chng déng tiém truyén lién tuc sang dabigatran, cin
bit diu dimg dabigatran ngay khi dimg truyen thuoc chong dang,
Chuyén tir dabigatran sang thuée chong ({dﬂg,.’rhﬂic:

Khi chuyén tir dabigatran sang warfarin, can bat dau warfarin truge
khi ngung dabigatran. Vi bgnh nhan co:

Cl_ > 50 mlphat, nén bt diu ding warfarin tru6e khi ngung
dabigatran 3 ngay.

Cl_, 30 - 50 ml/phit, nén bt dau ding warfarin treée khi ngung
dabigatran 2 ngay.

Cl,_ 15 - 30 ml/phit, nén biit déu ding warfarin treGe khi ngung
dabigatran 1 ngay.

Do INR khéng hiru dung khi dang dabigatran, chi nén danh gi4
didu tri warfarin bing INR sau khi ngimg ding dabigatran tir
2 ngay tro Ién.

Khi chuyén tir dabigatran sang thubc chong dong duomg tiém, can
ngung dabigatran truéc khi bét ddu thube chéng dong dudng tiém.
Vi bénh nhén cé:

C1, > 30 ml/phit, nén bit dau thude duong tiém 12 giv sau liéu
dabigatran cudi ciing.

C1_ < 30 ml/phit, nén bét diu thube dudmg tiém 24 gid sau licu
dabigatran cudi cung. o

Cl_ < 15 ml/phit: Khéng c6 khuyén cdo v¢ licu. .

Chéﬂg dong mau ¢ bénh nhdn co can thiép xdm ldn: Néu cb thé,
nén ngimg dung dabigatran trude khi phiu thuat do ting nguy co
chay mau. Vi bénh nhan co:

Cl_, > 50 m/phut, nén ngumg thude 1 - 2 ngdy trude khi phiu thujt.
Cl_ <50 ml/phut, nén ngung thude 3 - 5 ngay trude khi phiu thuat.
Cé thé phai dimg thuc trong thai gian dai hon khi bénh nhan cén
cam méu hodn todn.

Liéu ding cho bénh nhan suy than:

D phong thuyén tic mach do rung nhi: O ngudi Cl, 15-30mV
phut, liéu dung 75 mg, 2 lin/ngdy. Khéng cé khuyén céo lidu cho
bénh nhan c¢ Cl_ < 15 ml/phut.

Die phong tdi phat va diéu tri huyét khoi tinh mach sdu va thuyén
tie phoi, phong huyét khoi tinh mach sdu sau phdu thudt thay khop
hing: Khong cé khuyén céo liéu cho bénh nhan ¢6 CI_< 30 ml/
phut hodc dang loc mau.

Tuong thc thude

Tranh ding dong thoi véi: Cac thuoe chong dong khac, apixaban,
edoxaban, hemin, omacetaxin, cac chat cam img Pgp/ABCIBI,
rivaroxaban, sulfinpyrazon, urokinase, vorapaxar.

Tang déc tinh/tic dung cua: Cic thube chéng ddng, colagenase,
deferasirox, acid deoxycholic, ibritumomab, nintedanib,
obinutuzumab, omacetaxin, rivaroxaban, tositumomab, idodin 131
tositumomab.

Néng do/tdac dung cia dabigatran cé thé tang lén khi ding
dong thoi véi: Cée chit (e ché tiu ciu, amiodaron, apixaban,
aspirin, clarithromycin, dasatinib, dronedaron, edoxaban, hemin,
ketoconazol durémg todn than, limaprost, lumacaftor, NSAID, acid
béo omega 3, cac chat (e ché Pgp/ABCBI, din chit prostacyclin,
quinidin, salicylat, sugammadex, sulpinpyrazon, cac chit tan cyc
miu déng, tibolon, ticagrelor, urokinase, verapamil, vitamin E,
vorapaxar.

Nong do/tic dung cia dabigatran c6 thé gidm khi ding déng thdi
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voi: Thudc khang acid, atorvastatin, din chat eslrugen lumacaflor,
cic chét cam (mg Pgp/ABCBI, progestin, chat itc ché bom Sihoe:
Thire &n khong lam thay ddi sinh kha dung nhumg lam chim thoi
gian dat nong d¢ dinh trong huyét tuong (2 gid),

Qué lidu va xir tri

Trieu dmng Khi qua liéu dabigatran giy xuét huyét.

Xi tri: Cin 1am chim hodc (rc ché tac dung cuia thude, cdm mau tai
ché va phéu thuat cdm mau.

Thube gidi djc dabigatran 14 idarucizumab. (5 bénh nhan xudt
huyét nghiém trong do dabigatran, khang thé don dong nay ¢ thé
déo nguge hoan toan tic dung cua dabigatran sau vai phut.

Cé thé cin nhiic ding than hoat néu bénh nhan dén cap ciru trong
vong 1 - 2 gtér Truyen huyet tuong tuoi dung lanh (PCC hoidc
aPCC) ¢6 thé dugc cin nhic, tly vao bénh ly vé dong méu nhung s&
khong lam dio ngugc dac hi¢u tic dung chéng déng ciia dﬂblgalran
Trong | ca xudt huyét tiéu hoa do dabigatran, viéc truyén két hgp
phirc hgp prothrombin vi huyét twong troi déng lanh c6 thé lam
giim aPTT va 6n dinh nong 4o hemoglobin. Dabigatran ¢6 thé
duge loai bo bing Iut. méu.

Trong n-udng hop cip ciru, marker hiru dung nhét dé d4nh gia nguy
cor xudt huyét la thoi gian thrombin (TT) vaaPTT. Khong nén diing
PT va INR. Xét nghiém thoi gian dong mau ecarin cling nhay voi
dabigatran nhumg khong phé bién trong thue hanh 1im sang.

Cép nhat lan cuoi: 2017,

DACARBAZIN

Tén chung quée té: Dacarbazine.
Ma ATC: LOIAX04.
Logi thudc: Chong ung thu. tac nhin alkyl hoa.

Dang thube va ham hegng

Bt dé pha dung djch tiém hoac truyén tinh mach: Lo 100 mg,
200 mg, 500 mg, 1 g.

Duge lge hoe

Dacarbazin duge cho la khong c6 tac dung chéng ung thu, no
duoc chuyén hoa & gan dé tao thanh chit c6 hogt tinh alkyl héa 1a
5- {3-mclhyl | -triazeno) imidazol-4carboxamid (MTIC). Téc dung
giy doc té bao cia MTIC duge biéu hién thong qua qua trinh alkyl
héa DNA, din dén dirt giy sgi doi DNA va té bao tr chét theo
churong trinh. Thude tic dung khong phy thuge vao chu ky té bio,

Duwgc dong hgc

Sau khi tiém tinh mach thude nhanh chong dugce phian b& vao ma.
Chi ¢6 5% thude gé’m vao protein huyel tuong. Dugce dong hoc cia
thude trong huyét twong la hai pha, nua doi thai trir khoi huyét
fromg ban diiu 1d khodng 20 phiit, nira doi sau khoang 0,5 - 5 gio.

O ngudi bénh bi bénh gan hodic bénh thin, nira doi cia thude bj kéo
ddi (twong (mg Ia 55 phut va 7,2 gidr).

Dacarbazin dugc chuyén héa nhé cac isoenzym CYPIAI,

CYP1A2 va CYP2EL cia cytochrom P450 (vi co thé bdi ca
CYPIA] ciua mo) thanh chit chuycn hoa co hnat tmh 5-(3-methyl-
I-triazeno) imidazol-dcarboxamid (MTIC), rdi tiép tuc phin giai
thanh chat chuyén héa chinh la 5- aminoimidazol-4-carboxamid
(AIC). Khoang 20 - 50% thude duoc thai trir & dang khong dbi qua
ong than.

Khéng biét r& dacarbazin c6 bai tiét qua sira hay khong.

Chi djnh

Ung thu hiic 16 di cdn & ngudni lon.

Phéi hop diéu tri bénh Hodgkin giai doan tién trién.

Phéi hop diéu trj sarcoma md mém giai doan tién trién & ngudi lém
(ngoai trir u trung biéu mé va sarcoma Kaposi).

Chéng chi djnh

Qué mén véi thube.

Phu nir mang thai hodc cho con bu.

Pang giam bach ciu vi/hoic tiéu cau.

Bénh gan ndng, bénh than ndng.

Thén trong

Chi duge dung dacarbazin cho benh nhin dudi sy gidm sat cia bac
si chuyén khoa co kinh nghi¢m vé héa tri liéu ung thir va trong dicu
kién cé thé gidm sat duge 1am sang, sinh héa va huyét hoc.

Mot bién chimg hiém khi xdy ra nhung nghiém trong khi ding
thude 14 hoai tir gan do téic tinh mach trong gan. Ciin gidm sat cht
ché kich thudée va chire ndng gan, u:-ng thire méu.

UL ché tay xucmg 14 déc tinh phd bién nhit cia thube. Gidm bach
cdu va giam tiéu ciu cd thé ning dén mire b vong. Piéu tri lau dai
w thé gay doc lmh tich Iuy trén luy xuong. Cin gidm sat chii ché
s6 lugng bach ciu, hdng chu va tiéu cdu; va cn cin nhic k¥ lgi ich
nguy co doi voi bth nhan dd timg bi suy tiy nang trude do.

Khi ding thubc, néu xdy ra thodt mach co thé giy dau va tén
thuong rn6

Tiém vic xin séng khi dang diéu tri co thé gy ra nhiém tnhng
nghlcm trong bao gom ca tir vong. Do vay nén tranh tiém viic xin
qnng cho 16i 3 thang sau khi két thic hoa tri.

Sir dung déng thoi fotemustin co the gay dgc tinh cip trén phéi (hoi
chimg suy ho hap o ngudi lon), co thé dén dén tir vong. Fotemustin
va dacarbazin khdng nén dugc sir dung déng thei.

Nén trénh céc san pham thudc va nrou gay doc gan trong qué trinh
hba tri.

Soc phan vé ciing c6 the xiy ra khi dung dacarbazin.

Dacarbazin ¢6 kha nang gay ung thur trén dong vt thuc nghigm.
Thai kv mang thai

Khi ding cho déng vit, thudc giy quai thai, nhung chura ¢6 thong
bédo ndo md ta ding dacarbazin gdy quai thai trén ngudi. Chéng chi
dinh ding cho phu nir mang thai.

Phu nir trong d¢ tudi sinh san can ding cac bi¢n phép tranh thai
hiéu qua trong khi diéu tri. Nam giti ciing khéng nén ¢6 con cho
toi sau khi két thic diéu trj 6 thang.

Thei ky cho con bi

Chong chi dinh diing cho phu nir cho con ba.

Tic dyng khdng mong muén (ADR)

Theonggip o e s

Mau: giam bach cau, gidm tiéu cau, thiu mau.

'1"iéu héa: chin in, buon non, ndn,

It gap

Toan thin: nhiém tring, tinh trang g,mng nhir cam (sbt, dau co).
Da mé mém: nhay cam dnh sing, ting sic 16, rung toc.

Hiém gap

Toan than: phan Ve

Mau: thiéu mau bét san, mét bach céu hat.

Than kinh: suy giam thj lyc, ki 1in, hén mé, co giat, nhirc dAu,
di cam mat.

Mach: do bimg mat.

Tiéu hoa: ia chéy.

Gan: huyét khoi tic tinh mach gan va hoai tir té bao gan, hdi chimg
Budd-Chiari (véi nguy co tir vong), lang enzym gan.

Than: suy than, tang creatinin huyél, ting uré huyét.

Da: kich (mg tai chd tiém

Huéng din cich xir tri ADR
NEu ¢6 cac diu higu vé rbi logi chire ning gan thin, hodc phan (mg
dj img, cén dimg thude ngay ldp tirc. Néu xdy ra tic tinh mach gan,




