htt&%(]j\gwpgtamthuoc.coml

Bexaroten 295

trién hogic doe tinh phai ngimg thuéc.

n bao than ki 3m i phar o Yok
f‘:ﬁ:“w an kinh d¢m tdi phat 6 ngueor tom: 10 mg/kg mdi
Ung thie co it cung dai dang. tdi phat hogc di can: 15 mg/kg mdi
3 tuan khi phoi hgp v6i paclitaxel v cisplatin hosc paclitafe] v
topotecan. '
Ngwdi suy gar, suy thdn: Khong can phai diéu chinh liéu.
Twong tic thude
Phbi hop bevacizumab va sunitinib lién quan dén nguy co xuat
hién tac dyng thiéu mau tan huyét vi mach ghi nhan trong thr
nghi¢gm lam sdng. Trén cac bénh nhin nay c6 bénh nhan kém theo
con ting huyét ép,’ tang creatinin, triéy chimg trén thin kinh. Céc
triéu chimg nay mat di khi ngimg ca 2 thuéc.
Phéi hgp vi phac do héa chit chita platin hodic taxan lam ting ti 13
gidm bach ciu, sbt gidm bach ciu, nhidm tring c6 hodc khé.ng cb
gidm bach ciu trung tinh ning.
Phoi hop v6i khang thé don dong khang EGFR khac lam tang doc
tinh va khong tang higu qua.
Twong ky,
Bevacizumab twong hop véi dung dich natri clorid 0.9%, tirong
ky véi dung dich dextrose 5%. Khéng pha thudc véi du.ng mdi ndo
khac ngoai dung dich natri clorid 0,9%.
Qui lidu va xir tri
Khéng ¢ thong tin vé qua liéu bevacizumab. Lidu cao nhét trong
thir nghiém 1a 20 mg/kg cin niing truyén tinh mach médi 2 tuin.
Liéu nay lién quan dén chimg dau nira dau ning & mot sb bénh

nhan.

Cép nhdt lan cuoi: 2019.

BEXAROTEN

Tén chung quéc té: Bexarotene.
Ma ATC: LO1XX25.
Loai thude: Thude chéng ung thu, diin xuét acid retinoic.

Dang thude va ham lrong

Vién nang; 75 mg.

Gel boi ngodi: 1%, tuyp 60 g.

Dwgce lre hoc

Bexaroten 4 mot thuéc chéng ung thu téng hop tuong ty retinoid.
Thuéc gén chon loc vao céc thy thé retinoid X (RXRa, RXRp va
RXRy) v4 hoat hoa cdc thy thé nay. Khi dugc hoat héa, cic thu the
ndy tao phirc hgp dimer véi mot thu thé khac (vi du'thl_l thé retinoid
Ava thy thé cua vitamin D), sau do phirc hgp ndy gan vao vi tri dac
hiéu trén DNA dé ting qua trinh phién ma gen anh huong t6i qua
trinh phét trién va biét hoa té bao, dn toi tang qué trinh te bao chét
theo chwrong trinh. Bexaroten irc ché in vitro phat trién mét so dong
té bao sinh u c6 ngudn gbc tir té bao tao méu va 1€ bio lat. Thude
¢6 tac dung lam tiéu u in vivo trong mot s6 mo higlh trii nghiém trén
dong vit. Thudc it irc ché tuy xwong hode uc ché mién dich.

Dugce ding hoc ) )
Hép thu: Khi bdi ngoai da, thudc it hip thu. Dung duong udng,
bexaroten dat ndng do téi da trong huyet arong sau 2 gidr véi liu
thép hojc trung binh. V&i khoang liéu dung 75 - 300 mg, AUC va
C,., cua bexaroten khi udng thudc sau bira én,cé cht’:a_ chit béo cao
hon tuong (mg la 35% va 48% so voi khi uong thuée cung dung
dich glucose. )

Phan bé- Thude lién két nhiéu véi protein huyét tuong (hon 99%).
Khong rd thudc c6 phan b vao sira me hay khong.

Chuyén héa: Bexaroten chuyén héa nhiéu & gan thong qua qué
trinh oxy héa nho tac dung cua CYP3A4 thanh céc chat chuyén
héa cé hoat tinh l1a 6-hydroxybexaroten, 7-hydroxybexaroten,
6-oxo0-bexaroten, va 7-oxo-bexaroten.

Thai trie: Nira doi thai trir cua thube khodng 7 gid. Bexaroten va
céc chit chuyén hoa duge thai trir chii yéu qua dudmg mat, thai trir
khong dang ké qua nudc tiéu.

Chi dinh _ )

Bexaroten diing duéng uong: Bénh nhan bj u lympho té bao T ¢ da
da khang lai it nhat mét tri liéu toan than trude do.

Bexaroten gel bdi ngodi da: Bénh nhén bi u lympho t& bao T & da
(giai doan IA va IB) da khing hoac van bj bénh dai ding sau khi
di didu trj bang céc trj liéu khac hodc khong dung nap duge voi
céc tri ligu khac.

Chéng chi dinh

Mén cam véi thude.

Phuy nit mang thai hodc nghi ngo ¢6 thai.

Bénh nhan cé tién sir viém tyy cp.

Ngd ddc vitamin A.

Bénh nhén ting lipid huyét chua kiém soat dugc.

Bénh nhén suy tuyén gidp chua kiém soét dugc.

Thén trong .
Thén trong khi sir dung bexaroten cho bgnh nhan dugc biét qua
man véi retinoid.

Céin tréanh bé sung vitamin A (liéu cao hon 15 000 don vi/ngay) cho
bénh nhén dang ding bexaroten do nguy co tang dc tinh.

Thén trong khi sir dung bexaroten cho bénh nhén déi thio duong
dang didu trj bing insulin, hoac cac thude kich thich bai tiét insulin
nhu sulfonyluré, hofic cac thubc lam ting nhay cam insulin nhu
thiazolidindion, vi bexaroten lam ting tac dung cua cac thude do,
dén t&i ha dudmg huyét qua mic.

Bénh nhin cin han ché tiép xac voi anh ndng true tiép hodc cic dén
chiéu tia tir ngoai trong qua trinh sr dung bexaroten do thude 1am
tdng nhay cam anh sing, gay cac biéu hién ¢o hai trén da.

Thude 1am ting lipid huyét, dic biét 1a triglycerid, hay xay ra
nhit trong 2 dén 4 tuin diu tién diéu tri, vi vdy cin kiém tra lipid
huyét bénh nhin hang tudn trong khoang thoi gian nay, sau do dinh
ky kiém tra. Bénh nbén cin duoc didu tri (néu cin) dé c6 ndng
do triglycerid huyét binh thudng truée khi bit dau didu tri bing
bexaroten. Cin theo ddi va ding thuée diéu tri dé duy tri nf‘}ng do
tn: glycerid huyét duai 400 mg/dl trong qua trinh sir dung bexaroten
dé tranh héu qua nghiém trong.

Viém tuy cép di duoge bao cao & bénh nhan u té bao lympho T ¢ da
diéu tri béx}g bexaroten. Vi viay khong sir dung bexaroten cho bénh
nhén ¢6 yéu tc“f nguy ¢o cua viém tuy cip (da co tién sir viém tuy,
tang lipid huyét khéng dugc kiém soat, udng nhiéu rugu, dai théo
duong k'h("mg dwoc kiém soat, bénh dng mat, sir dung cic thude
duoc bict la lam ting triglycerid huyét hodc gay ddc tinh voi tuy).
Tang enzym gan da dugc bao céo khi ding bexaroten. Cin dinh
ky theo doi chirc ning gan, ngimg thudc néu ASAT, ALAT hoiic
bilirubin ting cao hon 3 lin giéi han trén binh thudng.

E:Lr dung bexaroten cho bénh nhan suy gan co nguy co gay doc tinh.
Can th;o ddi céng thic mau do thude da duge bo cao 1a 1am giam
bach céau.

Bexaroten gdy thiéu ndng tuyén giap, lam giam nong dé hormon
tuyén gidp c6 hoi phyc. Cin theo ddi chirc nang gidp trang cia
ngudi bénh trong qué trinh diéu tri.

Bénh dyc thiy tinh thé c6 thé tram trong hon khi diéu tri bing
bexaroten, cin thin trong theo doi.
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Khong sir dung dong thii bexaroten dm‘mg udng va gcmﬁbmzu
Khéng sir dung bexaroten boi ngoai dnng théri véni cac ché pham c6
chira DEET (N N-diethyl-m-toluamid).

Hi¢u qua va d§ an todn cua thudc & tré em duéi 18 tudi chua dugc
xéc dinh. L a

Khong co sy khac bi¢t ding ké vé d an toan cuia thude & ngudi cao
tudi so v&i ngudi tré, tuy nhién khong thé loai trir kha ning ting 46
nhay cam & dbi tugng nay.

Thoi ky mang thai

Chéng chi dinh sir dung bexaroten. Phy ni¥ & do tui sinh dé can ap
dung ddng thoi hai bién phép tranh thai hiru higu khi diéu trj bang
bexaroten.

Bénh nhan nam diéu tri bing bexaroten néu c6 quan hé tinh dyc
ciing phai sir dung bao cao su dé tranh thai.

Thei ky cho con bi

Khong 1o thude co bai tiét qua sira me hay khong. Do nguy co xay
ra cac bién c6 co hai nghiém trong vdi tré bu me, céan cén nhic
ngimg cho con bi hodc nging ding thude, tiy theo mirc do can
thiél sit dung thudc cho ngudi me.

Tihc dung khéng mong muén (ADR)
Diing duimg uong

Thuong gap va rat thuong gap
TKTW: mit ngu, hoa mét, dau diu, rdi loan cam giac.

Mau va hé bach huyét: giam bach ciu, bénh hach bach huyét, gia
u lympho, thiéu mau.

Tiéu héa: giam thém an, tdo bon, tiéu chay, khé chiu ¢ dudng ti€u
héa, non va budn non, bénh khoang miéng, khé miéng.

Noi fiét va chuyén hoa: rdi loan lipid huyét, suy tuyén giap, rbi
loan tuyen giap.

Thén kinh - co va xwong: dau khop dau co.

Mit: khé mit.

Tai: diéc.

Da: néi u cuc & da, loét da.

Toan thén: giam protein huyét, suy nhuge, on lanh, qua man phu,
thay ddi can ning, ting nguy co nhiém tring, ting tiét md hai,
rung toc.

It gap

TKTW: lo ling, trdm cam, mét diéu hoa, chéng mat, cac bénh Iy
khéc & than kinh.

Tim mach: loan nhip tim, gian tinh mach, gidn m@ch ting huyet ap.
Mau vz‘l hé bach huyét: chay méu, glam tiéu cau ting tiéu cau thir
phat, r6i loan déng mau, tang bach céu va bach chu ai toan, tng san.
Tiéu hoa: viém tuy.

Gan: suy gan, tang bilirubin huyét.

Than, tiét niéu: suy thn, mat nude ning, protein nigu.

Chuyén héa: cudng giap.

Thén kinh co va xuong: yéu co.

Mit: duc thuy tinh thé, viém mit, cic bénh ly khéc & mat.

Toan than: sét, gat.

Khac: cac bénh 1y khac & niém mac, toc, mong.

Chuea xdc dinh dwoc tan suat

Tim mach: bénh 1y mach ngoai vi.

Méu va hé bach huyét: bit thuomg hdng cau vi bach ciu.

Tiéu héa: ¢ hoi, thay dbi vi gidc, khat, kho nuét.

Nguc va trung thit: ting ho, khé tho, dau ngue.

Than kinh - co va xuong: ting truong luc co, dau ving chau.
Tai: 1 tai.

Toan thin: giam ham muén tinh duc.

Khéc: ting calci huyét, tang acid uric ni¢u.

DTQGVN 3

Ding béi ngoai da

Rat thuong gap

Tim mach: pht.

TKTW: dau dau.

Da: ban, ngira, viém da tiép xic.

Khéc: nhiém khuan.

Thuong gap

TKTW: yéu.

Da: viém da troc vay.

Méu: giam bach ciu, bénh hach bach huyét.

Thén kinh - co va xuong: di cam.

H6 hip: ho, viém hong.

Khéc: chay md héi.

Hwémg dan cach xir tri ADR

Khi bj tang triglycerid trong qua trmh diéu tri bang bexaroten, can
str dung thude ha lipid huyct néu cén thiét c6 thé giam lidu ding
bexaroten hodc ngimg thudc.

Néu chi s6 ASAT, ALAT hoic bilirubin cua bénh nhén bi ting qua
3 lan gioi han trén binh thuong, can ngimg dung bexaroten.
Tn.r(mg hop két qua xét ngluem cho thiy bénh nhéin ¢6 biéu hi¢n
thiéu ning tuyén giap, can diéu tri bo sung hormon tuyén gidp.

Liéu h.rq'ng, vit cach ding

Duong mmg

Liéu khéi dau 12 300 mg/m? dién tich bé mit co thé mdi ngay, uong
mét 1in, vao bita an.

Trong trromg hop xdy ra doc tinh, ¢6 thé giam ligu xudng 200 mg/m’
rbi 100 mg/m? mdi ngay hodc tam ngimg thudc. Sau khi di kiém
sodt duoc doc tinh, co thé thin trong tang liéu dan dan.

Néu khéi u khéng cé dap (mg sau 8 tun va bénh nhéan dung nap tbt
voi liéu 300 mg/m? mdi ngay, c6 thé than trong ting dén lidu lén
400 mg/m’ mdi ngay va giam sat chat ch&.

Duy tri sir dung thudc chimg nao bénh nhin con cb dap img tbt.
Chua biét thoi gian diéu tri tbi wru, nhung trong nghién ciru, d3 kéo
dai té&i 97 tuan.

Bébi ngoai da

Boi thuc mot 1in cach ngay trong tuin diu tién, sau d6 tang din
mdi tudn thanh 1 lan/ngay, 2 lan/ngay, 3 lan/ngay vé cudi cing la
4 lan/ngay tiy theo kha ning dung nap thube ctia bénh nhan. Sau
khi bai thude, ché cho thude khé trude khi méc quan do. Tranh bi
vao nhirng ché da binh thudng, khong bang kin sau khi béi thude.
Duy tri sir dung thude chimg nao bénh nhan con co dap ung tot.
Pap (mg thuong duge quan sat khi sir dung thude 2 dén 4 1in mdi
ngay. Co thé giam tin suit néu xay ra doc tinh cuc bd; déi véi kich
{mg nghiém trong, tam thoi ngimg thube trong vai ngay cho dén
khi cac triéu chimg giam dan.

Hiéu chinh liéu & nguwoi suy thin hodc suy gan:

Hién khong c6 khuyén céo liéu dic biét cho cac dbi tugng bénh
nhan nay. Dugc déng hoc cia thube bi thay déi & bénh nhan suy
gan hodc suy than.

Tuwong tic thube

Do bexaroten chuyén héa chii yéu nhé CYP3A4, céc thube G che
manh isozym ndy nhu ketoconazol, itraconazol, erythromycin,
gemfibrozil hay nude ép budi c6 thé dan téi lam ting nong do
bexaroten trong huyét firong.

Rifampicin, phenytoin, phenobarbltal va céc thube gy cam ng
enzym gan khdc c6 thé lam giam néng dé bexaroten trong huyét
twong.

Khuyén cao khéng phm hop bexaroten va gemfibrozil do
gemﬁbrozn lam ting néng d6 bexaroten huyét trrong.

Diing ddng thoi, bexaroten 1am giam khoang 35% néng do trong
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huyét twong cua tamoxifen,

Sir dung ddng thdri bexaroten véi cc thude didy tri d4i thao durém
phu insulin, sulfonyluré hoiic cdc thude chéng d4i thao dudng khéi
lam ting nguy €o Xay ra ha duémg huyét,

Bexaroten lam giam nong d¢ huyét tuong vé giam hiéu qué cia cac
thubc hormon trénh thai ding duéng toan than,

Khéng str dung démg thoi bexaroten boi ngodi da vi céc thude xua
con trung ¢ chira diethyltoluamid do nguy co ting doc tinh cua
diethyltoluamid.

Qui liéu va xir tri

Tri¢u chimg: CO rat it dit ligu vé sir dung qué liéu bexaroten. Trong
mdt s0 nghién clru ngan ngay, bexaroten da dugc ding lidu cao t6i
1 000 mg/m*/ngay cho ngudi bénh bi ung thir giai doan mudn ma
khong co tac dung ddc cap tinh. Liéu don 1 500 mg/kg va 720 mg/kg
dﬁ‘dﬂng theo thir ty cho chudt céng va ché, nhung ciing khéng c6
biéu hién phiélp doc dang ké. Cac lidu nay, theo thir t, xép xi gép
30 va 50 !ﬁn liéu khuyén‘ cao ding & ngudi tinh theo r;"lg/mI.

Xk tri: Néu xay ra qua licu, sir dung than hoat cho ngudi bénh ding
bexaroten dudmg udng. Véi bénh nhan ding thubce béi ngoai da,
¢l bo quan 4o bi dinl} thudc, nra viing da bj tac dong thét ky vai
nu6e va xa phong. Dicu tri hd trg va didu trj tri¢u chimg tiy theo
biéu hién lﬁn"l sang. Theo dbi cdng thire bach ciu, enzym gan, nong
dg lipid huyét thanh va chirc nang tuyén giép & nhitng bénh nhan
cb tri¢u chimg,

Do thube héH thu rat it khi béi ngoai da, kha nang qué lidu xay ra
khi ding thu6e theo dudmg nay hau nhu khong co.

Cép nhdt ldn cudi: 2021.

BEZAFIBRAT

Tén chung qudc té: Bezafibrate.
Mi ATC: C10AB02.
Loai thube: Thude chéng réi loan lipid huyét (nhom fibrat).

Dang thudc va ham lwong

Vién nén hodc vién bao duong: 200 mg, 400 mg.

Dirge e hoc

Bezafibrat 12 dan chét cua acid fibric ¢6 tac dung chéng r6i loan
lipid huyét. Bezafibrat trc ché sinh téng hop cholesterol & gan, irc
ché tdng hop acid mat, ting cudng ddo thai cholesterol ra dich
mit, tdc dung chinh 1a lam giam lipoprotein ty trong rat thap va
lipoprotein ty trong thap (VLDL va LDL) va lam ting lipoprotein
1y trong cao (HDL), do d6 thudc cai thién mét cich déng ké phan
b6 cholesterol trong huyét twong. Tuy nhién, tac dung giam LDL
thay ddi, phu thuge vao mirc LDL ban déu cua bénh nhan, ¢6 xu
huéng lim giam LDL néu LDL ban diu cao, tang néu LDL ban
dau thap. '

Bezafibrat lam ha cholesterol huyét va triglycerid huyét, nén ducc
diing dé diéu tri tang lipid huyét typ Ia, ITb, III, IV va V kém theo
ché do an rit han ché mé.

Téc dung c6 duoc do bezafibrat 1a chét dong van cia PPAR alpha,
I thy thé déng vai trd quan trong trong chuyen hoa lipid.

Dwrge djng hoc ) o e

Hép thu: Bezafibrat dugc hap thu & dudng tiéu hoa lfh{ uonﬁ “'ng
bira &n, nhung sé kém hap thu khi doi va bi giam di rat nhiéu néu
ubng sau khi nhin d6i qua dém. )
Phén bé va chuyén hoa: Bezafibrat dé bi thuy phan thanh chat
chuyén héa c6 hoat tinh. Thudc lién két nhiéu véi albumin huyet
twomg, do d6 dy cac thudc khang vitamin K ra kPm vi tri gan voi
protein huyét twong ciia chiing. Nong d¢ dinh huyét tuong dat duge

trong vong | dén 2 giv sau khi uong thude. Trén 95% thudc gdn véi
protein huyét tuong, gin nhu duy nhét véi albumin. Thé tich phin
bé: 17 lit. Nira déi thai trir: | dén 2 gio. Thude duge phin bé rong
va tap trung ¢ gan, thin va rugt. )

Thai tric- 60 - 90% lidu udng thai trir vao nudce tiéu, 50% théi trir
nguyén dang, 20% lién hop véi acid glucuronic, phén con lai la
du6i dang céc chit chuyén hoa khac. Khoang 3% thai trir qua phan.
Thuée c6 thé bi ting thai trir khi ding thuoc lgi niéu va khéng bj
loai ra khi thim phén mau. O ngudi suy thin sy thai trir thude bi
giam, do dé cin diéu chinh liéu.

Chi dinh

Tang lipid huyét thé hdn hop ma khong dung duge statin do chong
chi dinh hodc khong dung nap.

Phéi hop voi ché do an va li¢u phap khac khi tang triglycerid huyét
ning c6 kém theo giam HDL-cholesterol hoédc khéng.

Chong chi dinh .

Suy chirc ning gan nang, giam albumin huyét, xor gan mét tién phat.
Suy thin nang, hdi chimg than hur.

Thén trong

Nguyén nhan thir phat cia tang lipid huyét cin duge xem xét va
didu tri trude khi ding bezafibrat nhu: Déi thio duong typ 2 khong
durgc kiém soat, suy gidp, nghién nrou, hi chimg than hu, roi loan
protein huyét, bénh gan tic nghén hay do cac thude.

Phai than trong khi ding bezafibrat & ngudi bénh suy than. Khi co
nong do creatinin huyét thanh tang dén hodc khi khong theo ding
liéu huong din, c6 thé din dén phan giai co van.

Néu ding ciing véi cholestyramin thi phai ding cach 3 gid giira
liéu cholestyramin va liéu bezafibrat.

Nguoi bénh dang ding thudc chong déng mau, néu cin ding
bezafibrat, phai giam b6t khoang 1/3 liéu thude chong déng méu.
Khéng diing phéi hgp bezafibrat véi cac thude c6 tic dung dée cho
gan nhu thude tre ché MAO, perhexilin.

Thai ky mang thai

Kinh nghiém 1am sang vé diéu tri cho ngudi mang thai con rat han
ché, Cho 16 nay chua c6 sb liéu nao chimg to nguy co giy quai
thai. Tuy vay, thube khong duge khuyén cdo ding cho ngudi mang
thai vi thic¢u chitng cir an todn.

Thoi ky cho con bu

Khéng c6 58 liu vé viéc bezafibrat bai tiét qua sita. Khong khuyén
cdo dung thude nay trong thoi ky cho con bu.

Tac dung khong mong muén (ADR)

Cac ADR cua ’t_)f:zaﬁbrat tuong tu nhu cua cac fibrat, thuomg nhe
hodc khéng xudt hi(‘En trong qua trinh diéu tri ngén. Cac ADR trén
hé¢ tiéu héa la chi yéu.

Thwong gap

Tiéu hoa: rdi loan tiéu hoa, kho tiéu, budn non va ia chay nhe.

It gap

TKTW: dau dau, chong mat.

Hé mién dich: phin {mg qua mén bao gom phan (mg phan v¢.

Hg sinh duc: r6i loan cuong dwong do suy giam hoat tinh sinh hoc NO.
Gan: ting transaminase, tic mat.

Da: may day phan img nhay cam 4nh sang, ngira, rung toc, ndi ban.
Hg co. xuong: dau nhirc co, yéu ca, chudt rit.

Thn: suy thin cép.

Hiém gap

Mau: giam hemoglobin, giam tiéu cau, giam bach ciu,

Tam than: tram cam, mét ngu.

Tiéu hoa: viém tuy.




