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mych trong 2 tudn. Diéu trj tiép tyc cho 61 khi hét cde triéu chimg
va cdy nude tiéu dm tinh ddi véi Candida.

yiém ngi nhan do Candida ning: Uong 25 mg/kg 4 lin/ngdy, phi
hqp vén‘ amphotertcm B né]n tinh mach. Théi gian diéu trj it nhat
4 - 6 tudn, cin kiém tra nhidu lin xem c6 hét én thuong khong.
yiem ngi tdm mac do Candida: Ubng 25 mg/kg 4 lin/ngay, phéi
hgp VOl amphotcr:cml.a tiém tinh mach. Néu viém noi tam mac do
Candida nhay ¢dm véi fluconazol, ¢6 thé chuyén sang fluconazol
don doc qua dudng uong sau khi bénh nhan én dinh va 1am sang
khong con Candida trong méu nira.

Nhiém Cryptococcus: Viém mang ndo do Cryptococcus & ngudi
I, thiu nién, tré em nhiém HIV: Liéu phap cam img: Flucytosin
uéng: 100 mg/kg/ngay, chia lam 4 lan déu nhau, phéi hop véi
amphotericin B tiém tinh mach trong it nhét 2 tuin, cho téi khi c6
chimg cif 10 rang ¢6 cai thién 1am sang va cdy dich nio tiy 4m tinh
déi voi nam. Sal} do, c‘L'mg ¢0 bang fluconazol don doc qua dudng
udng trong it nhat 8 tudn.

viém mang ndo do Cryptococcus & ngudi Iém, thiéu nién, nhidm
HIV nhung khdng dung nap duge amphotericin B tinh mach: Ligu
phap cam (mg: Flucylosin ubng 100 mg/kg/ngay chia 1am 4 lan deu
nbau, phoi hop cing vi fluconazol udng, trong 4 - 6 tuin (d6i véi
tré em, c6 thé tiém tTtI]:l m‘ach fluconazol hodc ubng it nhat trong
2 tudn), sau d6 cung c0 bang fluconazol don ddc udng hodc tinh
mach trong it nhat 8 tudn.

Nhiém Cryptococcus lan téa h¢ TKTW & tré em: Liéu cam (mg:
Flucytosin uong: 100 mg/kg/ngay chia 1am 4 1in, phéi hop ciing
véi amphotericin B tit'?m tinh mach trong it nhit 2 tuin, sau dé cling
¢6 bing fluconazol udng duy nhit trong it nhét 8 tun.

Péi voi tré em khong nhiém HIV va khong ghép co quan, liéu phap
cam tmg phai tiép tyc it nhét trong 4 tun (6 tudn dbi véi nguoi c6
bién chimg than kinh) tnrée khi bét déu liéu phap cing cé.

Nhiém Cryptococcus lan toa (khong vao he TKTW) hodc nhiém
phoi niing & tré nho va tré em nhiém HIV: Uéng 100 mg/kg/ngdy,
chia 1am 4 lin, cting v&i amphotericin B tiém tinh mach. Thai gian
digu tri phu thudc vao dap (mg, vi tri va mirc do nang.

Tirong tic thude

Phéi hop lam gidm tac dung cua flucytosin: Cytosin arabinosid
(cytarabin) 1a mot thuoe chong ung thu géy mat tic dung chong
ném ciia flucytosin do co ché wc ché canh tranh.

Phoi hop lam tdng tic dung cua flucyiosin: Céc thu6c lam suy
giim chirc ndng loc cdu than co thé kéo dai nira doi sinh hoc clia
flucytosin. DA c6 thong béo vé tic dung hiép déng chéng nim giira
flucytosin véi cac khang sinh logi polyen, dac biét la amphotericin B.
Twong ky, ) , i
Khéng duge cho thém hodc tron bat cir chat nao vao dich truyén
flucytosin. Dich truyén flucytosin c6 thé dung dong thoi véi cac
dich truyén thong thudmg khac nhur dich truyén muoi, glucose hay
glucose;‘muéi.

Qui lidu va xir tri ‘
Tri¢u chimg: Qua liéu co thé gy nhimg ADR trén lam sang. Nong
d§ thude trong mau vurgt qua 100 microgam/ml trong thai gian
dai ¢ thé gay tang ddc tinh, ddc biét 12 véi dwong tiéu hoa (ia
chay, budn nén va nén), mau (giam bach cau, giam tiéu cau) va
gan (viém gan). )

Xir tri: Trumg hop qué liéu nén rira da day ngay hodc ding thuoe giy
nén. Duy tri bit dich thich hop, néu can thiét truyén theo dudng tinh
mach. Cén thudng xuyén theo ddi can thén céc chi so vé huyet hoc,
chirc ning gan va thin. Moi bat thuémg xdy ra & nhimg ngudi bénh
ndy déu phai c6 bién phép diéu tri thich hgp. Can nhiic tham phin méu
vico thé d& dang loai bo thude & nhimg ngudi bénh vo niéu.

Cap nhat ldn cuéi: 2018.
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FLUDARABIN PHOSPHAT

Tén chung qubc té: Fludarabine phosphate

Mi ATC: LOIBBO05

Loai thubc: Thude chéng ung thur logi chéng chuyén hoa.

Dang thude va ham lurgng

Bot dong kho dé pha tiém: 50 mg.

Dung dich tiém: 50 mg/2 ml.

Vién nén: 10 mg.

Dwrge lye hoe

Khi vao méu, fludarabin phosphat bi chuyén hoa thanh fludarabin
va dugc van chuyén vao t¢ bao. Tai ddy, enzym deoxycytidin
kinase xiic tdc 1am chuyén héa fludarabin thanh 2-fluoroarabino-
furanosyladenin triphosphat (2-fluoro-ara-ATP, FATP). FATP durgc
cho la ¢6 tac dung ddc té bao. Trong cac té bao khoe manh, ty 1¢
vin chuyén thude qua mang té bao it hon trong céc té bao ung thu.
Mic di co ché chinh xac cia fludarabin chua dugc chimg minh
cu thé, tuy nhién fludarabin triphosphat (FATP) cho thdy irc ché
cac enzym alpha-DNA polymerase, ribonucleotid reductase,
DNA-primase bdng cach canh tranh véi cac co chat sinh hoc nhu
deoxyadenosin triphosphat, két qua la {rc ché téng hep DNA.
Ciing c6 bing chimg khac cho théy dang phosphoryl c6 hoat tinh
cia thude c6 thé gin két vao sgi DNA dang phat trién nhu mot
nucleotid gia, 1am can tré sgi kéo dai thém nén chdm dirt qua trinh
téng hgp DNA, hodc can tré tong hgp RNA va protein bing cach
giam sur két hop uridin va leucin vao RNA va protein tuong img.
Tuy nhién, dé trc ché qua trinh tong hop RNA va protein can nong
do thude cao hom so véi tre ché tong hgp DNA.

Mic du ca nghién ciru in vitro va in vivo cho thﬁy tac dung doc té
bao trén t bao T nhay cam hon té bao B, nhung thudc van c6 tac
dung manh d6i véi té bao B & bénh nhan ri loan tang lympho, ké
ca bénh nhan mic bénh bach cdu man dong lympho. Ngoai ra, téc
dung tiéu té bao cta thudc tham chi con trong dbi nhanh trén khéi
u & bénh bach ciu man dong lympho dugc dic tnmg bai tée do
ting sinh thap.

Mic di fludarabin cé thé hién hoat tinh khang virus trong 6ng
nghiém (vi du: HSV-1 va HSV-2), thudc lai hau nhu khong thé
hién hoat tinh khang virus trén ldm sang & liéu it hon lidu gay dc
v&i ngudi.

Thuéc c6 téc dung trén bénh bach ciu man dong tiy hodc lympho
ti phat & tré em, bénh Waldenstrom, diéu tri ching thai ghép trong
ghép té bio gbe. Thude dang nghién ciru sir dung trong diéu tri u
lympho non-Hodgkin d¢ ac tinh thap khang thudc hodc that bai vai
diéu trj budc 1.

Dwgc dong hoc

Duong tiem

Sau khi dugc tiém truyén ftinh mach, fludarabin phosphat
nhanh chéng chuyén thanh fludarabin trong 2 dén 5 phat, dang
monophosphat con lai ¢6 nong dé & mirc khong thé phat hién. Do
d6, mic di thude duge dua vao dudi dang fludarabin phosphat
(dang monophosphat), lidu ding va cac théng s6 duge déng hoc
déu dugc tinh theo fludarabin va fludarabin triphosphat.

Sau khi tiém truyén finh mach 25 mg/m? trong 30 phiit mi ngay, thubc
tich Iy vira phai trong méau véi ndng do day ting gap 2 1an sau 5 ngay
diéu tri. C__ dat duoc khoing 2 gi¢ sau khi tiém truyén. AUC
cua fludarabin trong mdu va fludarabin triphosphat trong nguyén
bao ty 1¢ vdi licu. Lugng fludarabin lién hgp véi acid nucleic va
lugng fludarabin triphosphat tich liy ndi bao duge ghi nhian co
trong quan tryc tllép va ty 1¢ thudn véi nhau. O bénh nhan khéng
bi ung thu bach cau, sy giam sd lugng bach céu ty 1¢ vai nong do
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fludarabin trong mau va lidu d}lng,
Tiém tru_):cn‘tmh mach mucﬁneu‘k‘huyén ¢do 25 mg/m¥/ngay, trong
5 ngy lién ticp, thé tich phin b & trang thii én djnh 1a 96 - 98 liv
m?. Mic di fludarabin va dang chuyén héa chyrg Auoe chimg mink
Lk e g min
la c6 phdn bo 0 TKTW, tuy nhién da 6 nhitng béo o vé déc tinh
thén kinh nghiém trong, diic biét khi ding thusc & lidu cao, Jn vitro
ty 1 lién ket protein huyét twong khoang 19 - 29%. . ’
Nong d9 thudc trong méu gidm tuyén tinh khéng phy thudc véo
licu tiém m.l}‘ren_.; QUEi trinh thai trir cia thude theo 2 pha hodc 3 pha
tiry theo thoi diém lay mau ban,déu va phurong phap dinh luong,
tuy nhién nira di thii trir pha cudi gidng nhau. G mot s bénh nhan
tiém truyén fludarabin phosphat 18 hogc 25 mg/m?/ngay trong
5 ngay, ndng d¢ thudc trong mau giam theo 2 pha, véi ¢ va ¢
trung binh khodng 36 phit va 9,3 gio. 3 bénh nhan tiéls: truylgis
phanh (2 - 5 phit) 80 - 260 mg/m?, sy thai trir theo 3 pha, cy thé
nira d&i pha thir nhit, thit hai, thir ba 1in lwotla s - 7 phat, 1,4-1,7
gio va khoang 10 gio.
Sau khi tiém truyén fludarabin phosphat liéu tr 20 - 125 mg/m?¥/
ngdy trong 30 phit, trong S ngay, nira doi thai trir pha cubi cua
FATP I3 15 git. O bénh nhan ung thy, nira doi thai trir pha cudi
cua FATP c6 thé Ién dén 20 gio véi liu 25 mg/m?/ngay, truyén
tinh mach trong 30 pht, trong 5 ngay. B¢ thanh thi toan phén
cta fludarabin twong quan tryc tiép véi do thanh thai creatinin cho
thay thai trir qua than déng vai tro quan trong trong viée thai trir
thude, dfic biét khi sir dung thuée licu cao. Vi lidu 18 - 25 mg/m?/
ngdy tiém truyén tinh mach trong 5 ngay, 24% lidu duoc thai trir
qua than & dang fludarabin trong 24 gi%y. Trai lai, khi truyén lidu
80 - 260 mg/m?, thai trir qua nude tidu 1a 41 - 60%.
Bénh nhan suy thin mire d6 vira (C1, 17 - 41 ml/phit/1,73 m?), khi
sir dung mirc liéu gidm 20% cho két qui AUC gidng nhu bénh nhén
¢O chirc ning théan binh thuong.
DPuong uéng:
Sau khi uéng, fludarabin phosphat nhanh chéng chuyén thanh
fludarabin. Nong d¢ fludarabin cao nhét trong mau khi ding duong
uéng (dat duge sau udng 1 - 2 gid) chi bing 20 - 30% so véi ndng
d§ cao nhit khi ding duong tiém & lidu tuong {ng. Sinh kha dung
cua fludarabin dung don liéu hay liéu 13p lai ndm trong khoang
50 - 65%.
Khi udng fludarabin phosphat véi thic an sé lam tang nhe AUC
(< 10%), giam C__, kéo dai thoi gian dat C__, nhumg khéng anh
huéng dén nira doi thai trir,
Trong khi nira doi thai trir, d6 thanh thai va thé tich phan bd cia
fludarabin khong thay di khi thay doi liéu dung thi ndng dé fludarabin
trong mau va AUC ciia fludarabin ti 1¢ thudn v&i lidu dung.
Chi dinh
Diéu tri ban diu cho bénh bach ciu man dong lympho B tién trién
hodc sau diéu tri buéc 1 & bénh nhan con du du trir tiy xwong,
Chéng chi dinh
Bénh nhian man cam véi fludarabin.
Suy than nang (CI_ < 30 ml/phut).
Thiéu mau tan huyét mét bu.
Phu nir mang thai hodc dang cho con bu.
Thén trong
Fludarabin la thuéc c6 doc tinh cao voi chi s6 diéu tri thap, dap
{mg diéu trj thudng di kém véi déc tinh. Thude phai duge sir dung
dudi sy theo ddi thudmg xuyén cita nhan vién y té ¢ kinh nghi¢m
trong viée diéu tri voi thude giy doc té bao. Cac ADR cua thuoc
¢6 thé xir Iy néu phat hién kip thoi. Trong trudmg hop tac dung phu
xdy ra nghiém trong, cin phii ngimg thudc hofic gidm lieu & mirc
d6 cén thiét. Fludarabin duge st dung lai tuy theo tinh trang bénh
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va sau khi diéu tri. Dinh ky theo ddi cdng thirc miu V& s6 lugny

té bao mau ngoai vi dé phat hign trudng SRR O Blam tiy

ciu hoic bach ciu. Vi bién chimg 6 nguy co tr vong cao nén binh

s cin phii thng bio ngay cho thin viény e pri i vy

sét, dau hong, chay méu hodic tham tim b_at thu.cmg. o, ‘

Ciin cin nhéc sit dung méu chiéu xa & nhing bénh nhan can truy,

méu trong qua trinh didu tri vi c6 nguy co xdy ra hoi chimg mg
s v 7T dén truyén té bao bach cau).

ghép chong chu (c6 lien quan o=t =2 = o ”

Bénh nhan trudc diéu tri cO kh:‘.)l u !uc;h thudc '.::0 ng.uy co bj !10,

chimg phén giai khéi u khi diéu tri bing fludarabin. Téc dung liéu

& bao c6 thé xay ra | tuan sau khi bat ddu dieu tri bﬂ“g.ﬂUd;ambm,

do d6 bénh nhan cin phai dugc quan tam den nguy co ndy bang xet

nghiém acid uric va LDH mau trude dieutr,. g =

D¢ thanh thai cla fludarabin c6 lién f]uan Tfl.IC {'lep deﬂn d? thanh

thai creatinin, do d6 bénh nhan suy giam f:hm_: RAnE Ih?‘: can phi;

diéu chinh liéu mét cach cin than Khuyénacao giam lieu khi suy

thn vira va khong sir dung thuoc khi suy than nang. =

Céc bénh nhan suy tiy tir tru6c, nguoi cao cao tudl co the ting

nguy co nhiém doc do ﬂudar?bin, vihvz_?l.y rfan ph?l th‘eo doi kiém

soat chit ché doc tinh ctia thuoc & nhirng ,b_“l’“‘h ‘123-“ “5:‘)’- _

Khoéng str dung dbng thoi corticosteroi('i vai cac dan chatl Eunn (ba{)

g(‘“)m fludarabin va cac dan chat !(héc) dé tranh ngu?/ CD: nhlei'{:l khuin,

Trong khi nguy co ctia mot so doc tinh (ner dof tm_h (hali kinh)

tang 1én khi tang liéu dung, thi anh huéng cua toc dj truyen finh

mach déi véi nhimg dgc tinh nay van dang duge xac dinh, va doc

tinh trén thin kinh da xay ra ca khi thudc dugc dua bang dudng

tiém tinh mach nhanh hodc truyén finh mach cham.

Thoi ky mang thai

Fludarabin gay ddc véi bao thai khi sir dung cho ngudt mang thai.

Nguoi trong d6 tudi sinh sin nén tranh mang thai khi sir dung

fludarabin; va nguoc lai fludarabin chi sir dung cho phu nif mang

thai khi tinh trang bénh nghiém trong, nguy hiém dén tinh mang

ma khéng sir dung dugc cic thudc khéc an toan hon. _

Cn phai thong béo day du thong tin vé nguy co tir vong doi voi

thai nhi cho cac bénh nhan mang thai khi sir dung thube.

Thai ky cho con bi

Chua 1o kha ning phan b cua thudc vao sira me. Tuy nhién v:

nhimg nguy co nghiém trong ¢ thé xay ra trong truomg hop thude

phan b vio sira, cin cén nhic néu dung thude thi phai ngimg cho

con bu.

Téc dyng khéng mong mudn (ADR)

Rat thuong gap

Tim mach: phu (8 - 19%).

TKTW: s6t (bdn chdn, lo ldng) (11 - 69%), mét moi (10 - 38%),

dau (5 - 22%), én lanh (11 - 19%).

Da: phat ban (4 - 15%).

Tiéu hoa: nén va budn nén (1 - 36%), chan an (khoang 34%),

ia chay (5 - 15%), chay mau duong tiéu hoa (3 - 13%).

Sinh duc, tiét ni¢u: nhiém khuin duéng niéu (2 - 15%).

Mau: suy tiy ftfém trong Inh:it sau 10 - 14 ngay, hdi phuc sau 5-7

tuan, doc tinh can giam lieu), thiéu mau (14 - 60%), giam bach cau

trung tinh (d6 4: 37 - 59%; tram trong sau 13 ngay), giam tiéu cau

(17 - 55%, tram trong sau 16 ngay).

HO hap: ho (< 44%), viém phéi (3 - 22%), kho the (1 - 22%), nhiém

khuan duémg hé hép trén (2 - 16%), viém miii (< 11%).

Than kinh co va xuong: yéu co (9 - 65%), dau co (4 - 16%), dj cam

(4 - 12%).
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Mit: giam thj lyc (3 - 15%).

Nhiém khuin (12 - 44%): nhiém tring co hoi (viem phéi, Herpes
zoster Virus, Esptein-Barr-virus,. ..).

Thieong g4p

Ti mach: pbi agosi vi (= 7%), dau thit ngyc (< 6%), dau ngye
(( 5%), suy tim sung hu)’e‘ (< 3%), loan nhip tim (< 3%), tai
bién mach méu ndo (< 3%), nhdi méu co tim (< 3%), con nhip
nhanh kich phat (< 3%), nghén mach séu (1 - 3%), viém finh mach
(1-3%), chu'ng phinh mach (< 1%), thiéu mau nao aic b ({ 1%).
TKTW: dau dau (< 9%), kho chiu (< 6 - 8%), rdi loan gidc ngu
(1-3%), hoi chimg tiéu ndo (< 1%), trAm cam (< 1%), tam 1§ tan
thuong (< 1%).

Da: rung t6c (< 3%), ngira sin (1 - 3%), tiét chit nhom (< 1%).

Noi tiét va chuyén héa: Tang duimg huyét (1 - 6%), ting LDH
(< 6%), mét nude (< 1%).

Tiéu hoa: dau bung (< 10%), viém miéng (< 9%), sut can (< 6%),
viem thiJc quan (< 3%), téo bén (1 - 3%), viém niém mac (< 2%),
kho nudt (= 1%).

Sinh duc, tiét nigu: b tiéu (3 - 4%), khé tidu (< 3%).

Méu: xudt huyét (< 1%), hoi Ch“'“g loan san tiy/bénh bach cau cap
dong tiy (thuomg lién quan dén cac thubc chéng ung thu da hodc
dang sir dung). _

Gan/mét: so1mﬁt(< 3%} roi loan chire nﬁnggan{] 3%.) \uygan(( [%}
Than kinh co va xuong: dau lung (< 9%), loang xuong (< 2%), dau
khdp {4 1%), bénh than kinh ngoai vi.

Tai: mét thinh gidc (2 - 6%).

Mit: roi loan thi gidc.

Thén: tidu ra mu (2 - 3%), suy than (< 1%), rdi loan chitc ning
thin (< 1%), protein niéu (< 1%).

Ho hép: viém phé quan (< 9%), viém hiu hong (< 9%), viém phdi
di tmg (1 - 6%), ho ra mau (1 - 6%), viém xoang (< 5%), chay mau
cam (< 1%), thiéu oxy (< 1%).

Khéc: hoi chimg gia cum (5 - 8%), nhiém Herpes simplex (< 8%),
qua min (< 1%), hoi chimg phén giai khéi u (1%).

It gap: (Chi glm han nhirmg ADR nguy hiém dén tinh mang):

Mi&n dich: thiéu méau tan huyét mét bi, hoi chimg Evans, Xuit
huyét giam tiéu cau, Hemophilia, Pemphigus.

Dinh duémg, chuyén héa: héi chimg ly giai u (suy thén, toan mau,
ting kali huyét, ha calci huyét, tang acid uric huyét).

Hé hép: xo phoi, viém phdi, khé tho.

Hiém gdp

Thén kinh: hén mé, sang, kich dong.

Mit: nhin mé, viém than kinh thi giac.

Tim mach: suy tim, toi loan nhip tim.

Da: ung thu da, hoi chimg Lyell, hdi chimg Stevens-Johnsons.
Hurémg dén cich xir tri ADR

Khi xay ra thiéu méu tan huyet t mién. cin phai giam sat tinh
trang tan mau, ugu‘ng dung thuéc khi xay ra tan mau

Khi xay ra xuit huyét giam tleu ciu/giam tiéu cau tu mién, héi
chimg Evans va ua chay mau méc phai, gidm sat tinh trang tan mau
(tinh mach), ngung thudc khi xay ra tan mau.

Ngurlg diing thuée hodc tam ngimg diéu tri khi xay ra nhiém doc
than kinh, mirc d6 nghiém trong phu thuéc vao liéu.

Khi xdy ra suy tuy xuong (giam hong cu, bach ciu, tiéu cdu
nghiém trong) nguyen phat hodc trim trong tinh trang trudc do,
gidm st sb lugng té bao méu trude va trong khi diéu tri.

Khi nhiém khuan (tinh trang nguy kich), gidm sit trigu chimg va
déu higu nhidm khudn.

Néu xay raméd ghép chong chu trong trudmg hop truycn mau khong
chiéu xa, khuyén céo str dung mau chiéu xa dé truyén.

Liéu lwrgng v cich dung

Cach dung

Thude tiém: Thube c6 thé duge tiém tinh mach nhanh hoc truyen
tinh mach lién tyc (vi du trong hon 48 gi®), tuy nhién nha san xudt
khuyén céo fludarabin phosphat nén dugc truyen tinh mach trong
30 phut.

Ciach pha: Hoa tan bjt pha tiém fludarabin phosphat bing cach
thém 2 ml nuée pha tiém vao lg chira 50 mg thuée, duge dung dich
thuée tiém 25 mg/ml. Thubc dugc hoa tan hoin toan trong thoi
gian khong qué 15 gidy khi lic. Ngoai ra, ciing co thé st dung dung
d;ch tiém 25 mg/ml c6 sén trén thj truéng. Sau do, rat mgt lugng
thudc vira du tir lo va thém vao dung dich tiém truyén tinh mach
phu hop; trong cac nghién ciu 1am sang, thude duge pha trong 100
ml hodc 125 ml dung dich dextrose 5% hodc dung dich tiém natri
clorid 0,9%.

Dung dich fludarabin phosphat khong chira chét bao quan va nén
dugc sir dung trong vong 8 glo' sau khi pha loidng. Khi pha dung
dich phai dam bao d6 vo khudn cta dung dich. Cac dung dich ¢6
san trén thi truéng, dung dich 25 mg/ml pha dugc va dung dich pha
lodang cua fludarabin phosphat cén phai dugc kiém tra bing mét
thuong vé tiéu phan la va dé trong trudc khl sir dung.

Do nguy co gy ung thu cua fludarabin, can pha1 thue hanh cac
canh bao than trong trong béo quan va pha ché cuia cac thuée gay
doc té bao. Phai st dung ging tay cao su va kinh béo vé¢ mit dé
tranh tiép xic vm thude trong truong hgp bao bi thube bi v& hodc
v6 tinh bi 4, can phal tranh tiép xuc véi thude qua dudmg hd hip
hodc tiép xdc truc tiép vai da hodc niém mac. Néu bét thude pha
tiém hodc dung dich ﬂudarabm phosphat tiép xtc voi da hodc niém
mac, can phai rira ky viing tiép xdc ngay lap tirc béng xa phong va
nuoe. Néu thude tiép xtc véi mit, nén rira ky bang nudc hodc nudc
mudi sinh 1y.

Vién nén: Fludarabin phosphat c6 thé dugc udng khi da day rng
hoiic ubng ciing véi thirc an. Thudc vién phai nudt véi nuée, khong
duoc nhai hodc lam va&.

Liéu diing

Thuoc tiém:

Nguoi 16n: O ngudi truong thanh, lidu khoi dau la 25 mg/m?, 1 1an/
ngay, trong 5 ngay lién tuc. M5i dot diéu tri nén cach nhau khoang
28 ngay.

Nguoi suy than: Nha san xuét khuyén cio giam 20% liéu fludarabin
va giam sat chat ché & ngudi suy than mirc d§ trung binh (C1_ 30 - 70
mlfphut) Khéng ding khi suy than néng (CI_ <30 mUphut ).
Thube uéng:

Nguaoi lon: Liéu khuyén cdo hang ngdy 1a 40 mg fludarabin
phosphat/m? trong 5 ngay lién tiép mdi 28 ngay (1 chu ky).
Fludarabin phosphat dudng ung nén diing dén khi dat dugc dap
(mg t&t nhat (hoan toan hodc mot phén, thuong 1a 6 chu ky) va sau
d6 ngimg ding thudc. Liéu thudc nay tuong img gap 1,6 lan so
véi lidu tiém tinh mach cua fludarabin phosphat (25 mg/m?/ngay).
Thai gian diéu tri phu thudc vao hiéu qua diéu trj va kha ning dung
nap cua thude.

Khéng nén diéu chinh liéu lugng cho chu ky diéu tri dau tién ngoai
trir nhimg bénh nhan suy giam chirc ning thin.

Liéu riéng biét can dwoc diéu chinh cin than theo mirc d¢ ddc tinh
huyét hoc quan sat dugc.

Néu & thoi diém bit dau chu ky tiép theo, s6 té bao qua thap dé
dung liéu khuyén cdo va c6 bing chimg vé diéu trj lién quan dén
suy giam chirc néng tiy thi nén hodn ké hoach diéu tri cho dén khi
ham lugng bach ciu hat trén 1,0 x 10%1it va s0 lrgng tiéu cau trén
100 x 10%lit. Diéu trj chi nén dugc hoan lai tdi da 1a hai tuan. Néu sé
lugng bach ciu va tiéu cau da khong hdi phuc sau hai tuén tri hodn,
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nén gidm lidu theo sw diéu chinh lidu ggi § trong bing dusti day

Bach clu hat vivhoiic tiéu clu (10°1iq) Liéu fludarabin

‘Phosphat
D=1 50- 100 30 mgfm’fnéay
| o = 20 'mgfngngéy ]

Khong nén giam liéu khi giam tiéu ciu ¢6 Jien
Néu bgnh nhan khong dap img véi diéu tr say
¢6 hodc c6 rat it doc tinh huyét hoc thi cg hé
tang liéu fludarabin phosphat trong cac chu ky
Ngudi suy than: Can diéu chinh liéu cho bénh
Cl, tir 3? -70 ml'/phﬁt, nén giam 50%
ché huyet hoc dé danh gia doc tinh,
Chdng chi dinh dung fludarabin phosphat néu Cl_< 30 m| /phat.
Tré em: Sy an toan va hi¢u qua cia udng fludarabin phosphat & tré
em du6i 18 toi chua dugc thiét 1ap. Do do, fludarabin _—
duge khuyén cdo khong dung cho tré em.

Nguoi suy gan: Khéng cé dir ligu lién quan dén vige sir dung
fludarabin phosphat & nhimg bénh nhan bj suy gan. Trong nhém
bénh nhan nay, fludarabin phosphat nén dugc sir dung cin thén.
Ngwiri cao uoi: C6 it i liéu cho vie sit dung fludarabin phosphat
¢ ngudi cao tudi (> 75 tuoi), nén than trong khi ding fAudarabin
phosphat & nhirng bénh nhén nay.

( bgnh nhén trén 65 tudi, can do d¢ thanh thai creatinin truée khi
sir dung fludarabin phosphat.

quan dén bénh 1y,
hai chu ky va khong
xem xét diéu chinh
diéu tri tiép theo.
nhén suy than. Néu
lieu va ¢n phai theo dai chit

Twong tic thude

Sir dung dong thoi fludarabin (10 mg/m?/ngay mai dot 4 ngay,
khodng céch gilra cdc dot l1a 28 ngay) va pentostatin (4 mg/m?/
ngdy, 2 tuan/1 1an) ¢6 thé dan den nhiém ddc tai phéi nghiém trong,
co the tir vong.

Cytarabin lam giam dang ké qué trinh chuyén hoa cua fludarabin
sang dang FATP c6 hoat tinh & ca in vitro va in vive. Mat khéc, viéc
st dung cytarabin trrée khi sir dung fludarabin c6 thé (rc ché tac
dung chong ung thu ciia fludarabin tai mot s6 bénh nhan méc bénh
bach cu. Cytarabin canh tranh véi enzym deoxycytidin kinase lam
giam tdc do chuyén héa cia fludarabin. Nguoc lai, viée sir dung
fludarabin truéc cytarabin co thé khéng anh huéng dén qua trinh
chuyén hoa ciia cytarabin ma tham chi con kich thich qué trinh
chuyén hoa nay.

Tréanh sir dung dong thoi fludarabin voi mot trong cdc thanh phin
sau: BCG, clozapin, natalizumab, pentostatin, pimecrolimus,
tacrolimus (b6i ngoai da), véc xin (séng).

Fludarabin c6 thé lam tang hoat tinh hodc tic dung cua: Clozapin,
leflunomid, natalizumab, pentostatin, vic xin sbng.

Téc dung cua fludarabin c6 thé tdng lén boi: denosumab, pentostatin,
pimecrolimus, roflumilast, tacrolimus (bdi ngoai da), trastuzumab.
Fludarabin cé thé giam hoat tinh hoic tac dung ctia: BCG, dung
dich kiém tra da coccidioidin, sipuleucel-T, véc xin bt hoat.

Téc dung cua fludarabin c6 thé bi giam béi: cdy cilic tim chau Au
(Echinacea purpurea), imatinib.

Twong ky,

Fludarabin phosphat duge ghi nhin cé twong ky vat Iy voi mot
sb duge chat khac, bao gf‘)m acyclovir natri, amphotericin B,
clorpromazin hydroclorid, daunorubicin hydroclorid, ganciclovir
natri, hydroxyzin hydroclorid, miconazol, proclorperazin edisylat.
Tuy nhién, kha ndng tuong ky va khong tuwong ky con phu thude
vao mdt s6 yéu t& nhu ndng do thude, dung méi dung, pH sau khi
pha, nhiét d6.

Qui liéu va xir tri

Trigu chieng: Hién van chua xéc dinh duge day du mirc lidu an toan

https://trungtamthuoc.com/

DTQGVN ;

(i da cha fludarabin phosphat trong dicu tr_l bezt;ibtanc;t‘n call.l man
dong lympho hodc céc bénh ly khoiu khéc; ok:% i ?g tanh,
Trong khi do, cac doc tinh nghiém_troflg vak ;‘ng}; e dao nguge
hodic déc tinh gay tir vong (vi dy, doc tinh ‘lha" inh) da dugc quy
sat théy & mirc liéu 96 mg/m? hodc hom, dung Mol “E"il:l:(mg 5-7
ngay, cic muc liéu tuong doi cao nhu vay hign ﬂﬂ)]fd ong al,?c
khuyién cdo. Cac dir ligu con han chfe ch? lh?{j ran‘gcl iéu toj dﬂ;lm
dén 40 mg/m? mdi ngay, trong 5 ngay €0 thé uv}:— éu"g nap ot
ngudi tnromg thanh, nhung moi tuong quan lm: IC ; h'}guy co clia
chc mire lidu cao hon cac mire lieu dugc khuyén c4o hién nay vi,

dang dugc xéac dinh, va cac muc lidu nay hién khong duge khuyéy

5 = b
cAo trir didu kién thir nghiém 1am sang (V1 du, trong cic dé cuong
nghién ciru). o o |
X?i- tri: Kh(":ng c6 thube giai doc dac higu cho (‘-acztnr:mp? hop qua
lidu fludarabin. Céc bién phap kiém soét bao gor? ngl:rng diing
thudc. diéu tri hd trg va diéu tri trigu ching. Truyén mau va cic

thanh phin huyét hoc ¢ thé cén thiét trong cac trudmg hop khi bj

suy tiy.
Cap nhat lan cuoi: 2018.

FLUDROCORTISON

Tén chung quéc té: Fludrocortisone.

M3i ATC: HO2AA02.

Loai thudc: Mineralocorticoid.

Dang thudc va ham lirgng

Vién nén: 0,1 mg fludrocortison acetat.

Dugc lyc hoc ;g

Fludrocortison 14 mot din xuat tong hop cua hydrocortison

(9 alpha-fluorohydrocortison) c6 tac dung rat manh dén chuyén

héa mudi (gitr Na' thai K) gap khoang 100 lan hon so véi

hydrocortison, con thc dung trén chuyén t!éa glucid (lién quan dén

chéng viém) gip khoang 10 1an so voi chat nay.

Tac dung duoc ly: . 2

Céc mineralocorticoid tic dung 1én Ong luon xa, tang tai hap thu

natri. Thudc lam tang bai tiét ca ion kali va hydro. Cdc tac dung nay

két hop v6i céc tac dong tuong tu 1én qua trinh van chuyén cation

cua cac mé khéac gay nén dap img duge 1y cia cac mineralcorticoid.

Vi liéu thép dung theo duong udng, fludrocortison gay tang gilt
natri va ting thai kali. Thudc ciing gy ra ting huyét ap do tic

ddng dén ndng do dién gidi. Khi ding lidu cao, fludrocortison tc

ché kha ning tiét clhia vo thuong than, hoat dong tuyén trc va tiét
corticotropin ctia tuyén yén. Do c6 tac dung manh lén can bing
chat dién giai va nude, nén fludrocortison chi danh dé udng trong
diéu tri suy vo thiong than tién phat va thir phat, phu trg vé mit
chuyén héa mudi tron g liéu phép thay thé hydrocortison.

Dugc ding hoe

Hap thu: Fludrocortison dugc hap thu tét qua duong ung. Thube
dat ndng do dinh trong huyét thanh sau 1,7 gio.

Phdn bé: Fludrocortison lién két véi protein huyét twong khoang 42%.
Chuyén héa: Thubc chuyén héa chu yéu qua gan.

Thai tra: Nira doi trong huyét twong khoang 3,5 gié nhung nira doi
sinh hoc ctia fludrocortison kéo dai tai 18 - 36 gio.

Chi dinh

biéu tri thay thé trong suy vo thugng than nguyén phat (bénh
Addison) va thir phat.

Hoi chimg qué san vo thuong than bam sinh mat mudi (¢ ngudi 16n).
Chong chi djnh

Nhiém ném ton than, nhiém khuin cdp tinh hogc co tién sir man



