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Lidu lrgng va cich ding

Cdch ding

lloprost duge hit qua mi¢ng théng qua may phun khi dung. Rt
todn bd hrgng thude chira trong ong thude 1 ml sang binh chira cla
may phun khi dung ngay trude khi hit thude. Dung dich iloprost
10 microgam/ml dung dé dura lidu 2,5 microgam hoic 5 microgam
wy thuge vdo binh chira thube do bac si lya chon. Dung dich
iloprost 20 microgam/ml dua lieu 5 microgam qua éng hit qua
mi¢ng. Khong nén trén 1 iloprost véi cac thube dang hit khac
hojc khéng nén dua cing céc thude khac. Sau mi Iin hit, nén loai
(&t ca cdc phin thude con lai trong binh chira thube, vé sinh sach
may phun khi dung theo huéng dan ciia nha sin xudt. Bénh nhén
nén duge huan luyén vé k¥ thuit dua thube, thao tic lAy thuée, hoat
dgng va duy tri may phun khi dung.

Liéu ding

Nguo lon

Khéi ddu dicu tri véi lic_‘au 2.5 microgam/liéu. Néu dung nap, ting
Iié_u 1én 5 microgam/lieu, 6 - 9 lin/ngdy va duy ti & lidu nay.
Néu kém dung nap véi liéu 5 microgam, nén giam liéu xuéng
2,5 microgam, 6 - 9 lan/ngay. Liéu t5i da 45 microgam/ngay,
Bénh nhdn suy gan: Bgnh nhan suy gan c6 diém Child-Pugh phan
logi B hodic C, can nhic gidn khoang cich dua lidu mi 3 - 4 gid
dyra trén dap ng.

Bénh nhan suy than: Khong cin hidu chinh lidu trén bénh nhén ¢6
do thanh thai creatinin > 30 ml/phat. Chua c6 dir ligu nghién ciu
trén bénh nhin cé do than.h thai creatinin < 30 ml/phit. Cac dir ligu
trén bénh nhan suy than can loe méu cho thiy kha niing thai trix cua
tloprost giam, vi vy liéu khuyén cdo cho bénh nhén suy gan cé thé
ap dung cho ddi wong niy.

Tré em: Higu qua va tinh an toan cua thudc cho tré dudi 18 tudi
chua duge chimng minh. Khong khuyén edo ding thude cho tré em.
Twong tic thude

Iloprost cé thé lam ting tac dung ciia cdc thude gian mach, ha huyét
4p do vay lam ting nguy co tut huyét dp. Thin trong khi phdi hop
iloprost véi céc thude gidn mach hogc ha huyét ap khac. Hiu chinh
liéu néu can.

Tloprost trc ché chire nang tiéu cau, sir dung phdi hop v6i cic thude
sau ¢6 thé tang cudng tac dung tre ché két tip tiéu ciu do viy ting
nguy co chiy méu; céc thube chéng déng (thude chdng dong duong
tiém nhu heparin, cic thude chdng déng duémg udng), cac thude
chéng két tip tidu cdu khéc (acid acetylsalicylic, cac thue chong
viém NSAIDs, cdc thude (e ché phosphodiesterase khong chon lge
nhu pentoxifylin, cac thube (e ché chon lge phosphodiesterase 3
(cilostazol hodc anagrelid), ticlopidin, clopidogrel, céc thude doi vin
glycoprotein [Th/IlIa (abciximab, eptifibatid, tirofiban, defibrotid)).

Qui lidu va xir tri

Triéu chimg: Chi yéu lién quan dén tic dung gian mach cia
iloprost. Céc trigu chimg thudng duge quan sat .khi qua licu la
chdéng mat, dau déu, 4o birng mat, budn non, dau cam va dau lung.
Tut huyél ap, tang huyét ap, nhip tim chdm hodc logn nhip nhanh,
nén, tiéu chay va dau chi ciing cé thé gap. ‘

Xir tri: Chura c6 thube giai dgc diic hiéu. Néu qua lieu xay ra nén
ngimg thudc, theo doi va diéu tr trigu chimg.

Cap nhdt ldn cuoi: 2019.

IMATINIB

Tén chung quéc té: Imatinib,
M ATC: LOIXEOI. -
Loai thuc: Thude diéu tri ung thu, thude (rc che tyrosin kinase.

Dang thudc va ham lugng
Vién nén bao phim: 100 mg, 400 mg.

Imatinib 893

Durgee lre hge . ,
Imatinib 1 chét c6 phan tir nho (rc ché protein tyrosine kinase, co
thé trc ché hogt dgng cua Ber-Abl tyrosin kinase va mdt vai thy thé
tyrosine kinase khac. )
Ber-Abl 12 loai protein tyrosine kinase bét thudng duge tgo ra tir
nhiém sdc thé dot bién Philadelphia trong bénh bach cau man tinh
dong tuy. Protein nay hoat dong dén dén ting sinh tiy trong bénh
bach cdu man tinh dong tiy. Imatinib trc ché enzym nay in vilro, e
bao va ca in vive, ngin chin sir ting sinh té bao va gy chét té bao
theo chuong trinh ¢ nhimg té bao cé Ber-Abl duong tinh ciing nhu
té bao bach cau mai & nhimg bénh nhin bénh bach cAu man tinh
dong tuy ¢6 nhiém sic thé Philadelphia duong tinh. ’
[matinib cé tic dung (rc ché cac thy thé tyrosin kinase cho yéu t6
ting truong tiéu chu (PDGF-R), yéu 16 1€ bio goc (SCF), c-Kit vi
irc ché cac hoat dong ctia té bao qua trung gian yéu td ting truomg
tiéu cdu va yéu 16 té bao gdc. Két qua nghién ciru in vitro cho thiy
imatinib (rc ché tang sinh va gay chét té bao theo chuong trinh cia
cic u md lién két dng tidu héa (GIST) do dot bien Kit. Kich hoat
lién tuc thu thé PDGF hofic protein kinase Abl, hofic sy tao ra lién
tuc FDGF la céc co ché bénh sinh di dugc chi ra trong céc bénh
nhir rdi loan sinh tiy, ting sinh iy 4c tinh, hoi ching tang bach
ciu ua acid, hoiic bénh bach ciu wra acid man tinh. u loi sarcom da
té bao soi. Imatinib (rc ché con duong din truyén tin hiéu va sy
nhén Ién cua cée té bao trong cac bénh nay bang cach {rc cheé thu
thé PDGF-R va Abl kinase.

Dirge déng hge ) . :

Hap thu: Imatinib dugc hip thu tét qua dudng uong, nong d§ dinh
trong huyét trong dat dugc khoing 2 - 4 gio sau khi uong. Sinh kha
dyung trung binh khoang 98%. Dién tich dudi dudmg cong (AUC)
trung binh ca thudc ting ti 1§ véi lidu trong khoang 25 mg dén
1 000 mg. Bira &n gidu chit béo ¢6 thé giam AUC cua thue khoang
7.4% so v&i ubng khi déi.

Phan bé: Ty |& imatinib gén véi protein huyét trong khoing 95%,
chu yéu la gin véi alpha glycoprotein.

Chuyén hoa: Imanitib duge chuyén hoa bai cytochrom P450, chit
yéu chuyén hoa boi isoenzym CYP3A4, ngoai ra con chuyén hoa
boi CYP1A2, CYP2D6, CYP2C9, CYP2CI19. Chit chuyén héa
chinh con hoat tinh cua imatinib do vai trd coa CYP3A4 1a din
chit N-demethyl piperazin, chiém khoang 15% tong lugng thudce
trong huyét trong.

Thai trie: O ngudi 1ém, nira don thai trir cua imatinib 14 18 gio va
cua chit chuyén hoa chinh 13 40 gio. O tré em nira doi thi trir cia
thudc 1a 15 gio.

Trong vong 7 ngay ké tir khi udng, khoang 81% liéu ung imatinib
dwoc thai trir, trong do 68% dugc bai tiét qua phan va 13% duge
bai tiét qua nudc tieu. Thube duge bai tiét chu yéu dudi dang chét
chu?-én hoa ¢o hc_:al tinh va khéng hoat tinh, chi c6 25% dudi dang
thuéc chura chuyén hoa.

Chi dinh

Bénh bach cau man tinh dong tiy giai doan man cé nhidm sic thé
Philadelphia dwong tinh (NST Ph+) méi chin doan & nguéi 1on
hoac tré em.

Bénh bach ciu man tinh dong tiy & nguoi lom hodc treé em c6 NST
Ph+ trong !_;iai doan ting téc hodc con blast, hodic giai doan man
tinh sau that bai vai tri liéu interferon alfa.

Bénh bach cau cip thé lympho ¢é NST Ph+ mdi chan doan & ngudi
16m hode tré em, phoi hop vdi diéu tri hoa chit.

Bénh bach ciu cap thé lympho ¢ NST Ph+ tai phét hodic dai ding
o nguf:@ 1ém, diing dom tri ligu.

Bénh roi Iogxn sinh tuy hofic bénh ting sinh tuy 4c tinh & nguéi lém
lién quan dén ti sip xép gen cua thy thé yéu t6 ting trrdng tiéu ciu.
Bénh 1€ bao mast hé thong & ngudi 16m khong co dt bién c-Kit
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D816V hodc ¢6 tinh trang dt bién !:‘--Kil _khéng ro.

Hoi chimg ting bach céu wa acid tién trién va/hodc bénh bach ciu
wa acid man tinh ¢ ngudi I6n 6 hodic khong hodic khéng ré gen
phOl hgp FIPIL1-PDGFRa.

U 1i sarcom da té bao sgi khong thé phiu thuat, tai phat va‘hodc
di cén. .

U dc tinh t6 chic lién két cia da day rugt & nhimg bénh nhan sau
phéu thuit nhung thuge nhém nguy co cao; bénh nhén khong thé
phiu thudt vi/hodc ¢6 di can va c-Kit duong tinh.

Chéng chi dinh

Di (mg véi imatinib.

Thiin trong

Diing imatinib cho bénh nhan da cit bo tuyén gmp va dang ding ligu
phép thay thé bing levot hyroxm ¢6 thé din dén suy gidp. Can giam
sit cht nong do hormon tuyén giap TSH ¢ nhirng bénh nhin nay.
Da c6 ca suy gan nang cin ghép gan tham chi ur vong xay ra khi
ding imatinib trong thoi gian ngin holic dai ngay. Can theo doi
chire niing gan (transaminase, bilirubin, phosphatase kiém) khi bt
dau dung thude va dinh ky hang thang hodic khi thdy can thiét,
Diing imatinib thudng xuat hidn phii va déi khi giir nude ning (trin
dich mang phéi, tran dich mang tim, pha phéi, ¢6 truéng). Can theo
doi can nang va cac trigu chimg pht caa bénh nhin thudmg xuyén.
Nhimg bénh nhin cao tudi hodic co ucn st bénh tim lhu{mg ca
nguy co suy tim tién trién nang hodc r6i loan chire ning thit tri
trong thi glan diéu tri imatinib, do dé phai danh gia, theo ddi can
than va diéu tri bit ky trudmg hop nio c6 biéu hién suy tim.
Imatinib c6 thé giy ra chay méu niing & cac vi tri khac nhau bao
gbm chay mau duémg tiéu hoa hodc chay mau tai khéi u, dic biét la
trén bénh nhan u 4c tinh té chirc lidn két cua da day rudt. Ngodi ra
thudc ciing lién quan dén rét it cac ca thing dudng tiéu héa, thim
chi tir vong,

Hoi chimg ly giai khoi u thim chi tir vong lién quan dén imatinib
di dugc ghi nhan, dic blét trén nhimg bénh nhdn co khoi u phal
trién nhanh truée khi diéu tri. Cén giém sat chit ch& bénh nhan, cin
diéu tr! cho bénh nhén mét nude ning va tang acid uric trude khi
bt dau ding imatinib.

Bénh nhan diéu m imatinib ¢ thé biéu hién doc tinh giam tu'ng dong
hoac cac dong té bao mau, do dé can theo ddi xét nghiém vésd luong
té bao mau hang tuan trong thang diéu tri dau tién va thang thir 2, xét
nghiém dinh ky 2 - 3 thang 1 lan trong nhimg thing tiép theo.

Céc phan (g nghiém trong trén da di dugc ghi nhin nhu héng
ban da da dang va hgi chimg Stevens-Johnson. ‘Mot vai ca dung lai
thude d3 141 xuat h1én cac phan (mg nay. Mot sb ca co thé dung nap
khi tai sir dung thude véi liéu thdp hom, diing cing corticosteroid
hodc lhuﬁc khang histamin. Truong hop phan ang thube ¢6 ting
bach ciu wa acid va cdc phan img toan than (sdt, phan (mg da
nghiém trong, sung hach bach huyét, bat thucmg trén xét nghigm
huyét hoc, ton thuong co quan), ngirng thuéc ngay va can nhic
khong ding lal

Trong khi diéu tri bing imatinib ¢6 thé lam suy giam chirc ning
than. Can danh gia va theo ddi chirc nang than khi bat déu va trong
khi diing thube, dic biét la ddi vai bénh nhan ¢6 cac yeu té nguy co
nhur dang méc bénh thin, dai thio dudng, ting huyét ap, suy tim.
Than trong khi lai xe hodc vin hanh may moc do cac ADR c6 thé
gap phai khi diéu trj bing imatinib nhu chéng mit, nhin md, ngu ga.
P4 ¢6 bao céo lién quan dén tinh trang cham 1én & tré em khi ding
thudc, nén cin giam sat toc do tang truomg & tré.

Thei ky mang thai

Dir ligu vé viéc ding imatinib trén phy ni mang thai con han ché.
1r0ng giai doan hau mdi, di c6 céc bao cao vé cac ca say thai va di
tat bam sinh khi ding imatinib cho phy nir mang thai. Cac nghién
ciru trén dfng vét thuc nghiém ciing cho thiy thude c6 kha ning
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gy quai thai va dj @t cho thai. Tranh str dyung imatinib cho phy n&
mang thai. Trong trudng hep phai sir dung & phu nir mang thai cin
phai bio truée vé nguy co de tinh vai thai nhi.

Véi phu nir trong do tbi sinh de, cén durge huomg dan str dung céc bign
phap trénh thai hiéu qua (c4c bién phap co ti I¢ ngira thai trén 99%) trong
khi diing imatinib va cho t&i 14 ngay sau khi két thic diéu trj.

Théi k¥ cho con bi

Imatinib v céc chét chuyén héa dugc bai tiét vao sira me, Dimg
cho tré bu trong thai ky ngum me diéu tri bing imatinib va cho
téi 1 thang sau khi két thic diéu tri do nguy co doc vdi tré b me.

Téc dung khéng mong mudn (ADR)

Rat thuomg gap

Tim mach: phi/gilr niréc bao gbém phi ngoai bién, cd truémg, tran
dich mang phoi, phu phéi, phi mat.

TKTW mét moi, 61, dau ddu, chéng mat, trim cam, bon chén,
mat ngu, gai rét, roi loan vi gidc, lo au.

Da: noi mdn, phét ban, rung long toc, viém da, vi mdi héi vao ban dém,
Noi tiét va chuyén héa: giam kali huyét, giam albumin huyét, ting
ciin, giir nudc, ting lactase dehydrogenase.

Tiéu héa: budn nén, tiéu chay, nén, dau bung, chan an, kho tiéy,
tao bon, viem miéng.

Huyet hoc: chay mau, giam bach clu trung tinh, giam tiéu cdu,
thiéu mau,

Gan: ting ALT hodc AST, ting bilirubin, viém gan nhzem doc.
Than kinh co va xuong: chudt rit, dau khép, dau co, yeu co, dau
co xwong, dau xurong.

Than: ting creatinin huyet trong.

Ho hép: ho, kho thd, nhiém iring duomg hé hap trén, dau ving hau
hong, viém miii, viém hong, viém phéi, viem xoang, triéu chimg
giong cim.

Thiedng gdp

Tim mach: d6 bimg mit, trong nguc, ting huyét 4p, suy tim, ha
huyét ap.

TKTW: chay mau nio/mang nio, b¢nh ly thin kinh ngoai vi, hon mé.
Da: kho da, do da, tang nhay cam vai anh sdng,

Noi tiét va chuyén hoa: tang glucose huth ting/giam calci huyel,
giam phosphat huyét, tang acid uric huyét, git, giam natri huyét.
Tiéu héa: day hoi, chay mau dudng tiéu hoa, viém da day - rudt,
trao nguoc da day - thue quan, kho miéng.

Huyet hoc: giam lympho, st giam bach céu trung tinh.

Thin kinh co va xwong: sung khép.

Mit: nhin mé, chay mau két mac, viém két mac, ting tiét nudc mat,
khd mét, phii mi mat.

It gap

Viém da giam bach ciu trung tinh cap tinh, tang amylase, soc phan
vé, dau ngue, pht mach, thieu mau tan huyet o1 loan nhip tim, cé
truéng, nhip nhanh nhi, suy tim ning, soc tim: ting calci huyét,
ting kali huyét, tang acid uric huyét; giam natri huyel magm’:SI
huyét, phosphat huyét, héi chimg Stevens-Johnson, héng ban cb
dinh nhiém sic, héi chimg hoai tir da nhiém dgc, may day, hdi
chirng Raynaud, suy thin, suy ho hap, hoai tir khéi u, chay mau
khdi u, nhiém tring tiét niéu, ting ap luc ndi so, phii nio.

Huéng diin cach xir tri ADR

Néu bilirubin tang lén hon 3 lan gidgi han binh thuong trén hodc
enzym gan tang hon 5 lin gigi han binh thuong trén, nén tam
dimg imatinib cho téi khi bilirubin giam xudng dudi 1,5 lin gidi
han binh thudmg trén, enzym gan giam con dudi 2.5 lin gidi han
binh thudng trén. Sau dé co the bit dau dung lai véi lieu thap hon
(& nguai 16m, néu dang dung liéu 400 mg giam xuong 300 mg, liéu
600 mg giam xudng 400 mg, liéu 800 mg giam xubng 600 mg;
G tré em c6 thé giam tir 340 mg/m*/ngay xudng 260 mg/m*/ngay).
Néu cdc ADR nghiém trong khong phai trén huyét hoc (nhu déc
tinh trén gan ndng, trén da, gir nudc ning) xay ra, tam dimg

B
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imatinib cho t&i khi hét doc tinh. Sau dé c6 thé dung lai imatinib
cho phit hop tiy mic d¢ nghiém trong ciia ADR da xay ra. Véi
cac dgc tinh trén da nhu héng ban cé dinh nhiém séc, h§i chimg
Stevens - Johnson, sau khi ngimg thude va céc trigu chimg trén da
da mat di, c6 thé ding lai imatinib véi liéu thap va c6 thé ding kém
corticosteroid dudmg toan than hodc khang histamin.

Bénh nhan diéu tri imatinib cé hi chimg ting bach ciu wa acid két
hop suy tim, séc¢ tim holic suy tam thét trai phai ngimg imatinib.
Tinh trang nay 43 duge bao cio ring c6 thé hoi phyc bing diéu tri
hd trg in hoan va phac dd chira corticosteroid dudmg toan thn.
Néu xay ra doc tinh nghiém trong trén huyét hoc thi giam liéu hogc
tam dimg diéu tri theo khuyén cdo trong bang sau:

Déc tinh
| Truwdmg hgp lrEnhhuyé( Xir ly
. oc
| Céc bénh bach ciu man : |
tinh dong ity Pht, hoi o WG | I. Ngimg imatinib cho dén khf '
chimg roi logn sinh N bach cau trung tinh > 1500/mm
| tay, bgnh .iy t&fng lt: | tung thrs va tlé.u c&u. da‘t ?SE}(}Ufr.nm
bao mast toan than, hgi (ANC) 2. Duing lai vai liéu diéu tri ban |
- A |k
| chung_ tang bach cau | 1000/mm? dau 4500 mg. |
ra acid/bénh bach cﬁL_l holchv 3. Nqu AI_\IC < 1000/mm” hodc/
va acid man tinh, u © tidu ciu va tiéu cau < SOQOU!!nm‘. lapj
: & :
(Gau 400 mg/ngdy. | | I
[ L. Ngimg imatinib cho dén khi .
S6 lwong bach | bach céu trung tinh > 1500/mm’* |
~ |chutung | vatiéu chu dat 75000/mm’,
U 16i sarcom da té bao | tinh (ANC) | 2. Dung lai véi liéu diéu tri
soi lidu khdi ddu 800 | <1000/mm’ | ban ddu 600 mg. '
mg/ngly. ' ho#c/va 3. Néu ANC < 1000/mm’
| tiéu céu hodic/va tiéu ciu < 50000/mmn’,
<50000/mm’ | lap lai tr bude 1 va bt du lai |
| véi liéu 400 mg. |

| | 1. Ngimg imatinib cho dén khi

i Sé lugng bach | bach cau trung tinh > 1 500/mm’
Tré em bénh bach céu  ciu trung | v tiéu chu dat 75 000/mm’.

‘ déng tiry man tinh Ph+ ' tinh (ANC) | 2. Ding lai van liu ding truée |
méi chdn dodn, liéu |<1000/mm’ | d6 (tude khi xay ra ADR).

'ban déu 340 mg/m?/ |hodc/va 3.Néu ANC < 1000/mm* |

ngay. tiéu cau hodic/va tiéu cu < 50000/mnr’, |
| < 50000/mm’® | 13p lai tr bwde | va bat dau la
| v6i lidu 260 mg/m’.

Bénh & bao mast hé | ]
' théng c6 k& hop tang | S6 lugng bach | Ngimg imatinib cho den khi
'bach ciu wa acid, hdi | céu trung tinh ' bach cdu trung tinh > 1500/mm’ |
' chimg ting bach ciu wa | < 1000/mm’®  va tieu ciu dat > ?SOGOImm“‘|
| acidbénh bach cAu wa hofic tiéucdu | sau do ding lai véi liéu tnrée d6
acid man tinh Khdi déu | < 50000/mm? | (lidu dimg trrée khi gip ADR). |
diéu tri liéu 100 mg/ngdy. | | o ;
' | 1. Kiém wta xem tinh wrang

- giam cdc t& bao mau ¢o lién

| quan dén bénh bach cau khong.
Bénh bach cdu man Néu khong lién quan, giam liéu
tinh dong tay Ph+ giai S6 lwomg bach  imatinib xudng 400 mg/ngay. |
doan ting téc hodic qua ciu trung tinh 2 Néu trong 2 fuan vin c6 tinh |

nhiéu té bao non trong < 500/mm’  trang gidm cic té bao mau nay,
méu. hodc bénh bach hojc/va thi giam lieu dén 300 mg/ngay.
céu cip dong lympho tiéu ciu 3. Néu giam trong 4 tuan, khong |

< 10000/mm’ lién quan dén bénh bach cau thi
ngimg imatinib dén khi bach
cdu trung tinh dat 1000/mm’ va
tiéu cau dat 20000/mm’ tré 1én,
ding lai imatinib 300 mg/ngdy.

Ph+ liéu ban diu 600
mg/ngay.

895

Imatinib

Liéu lugng va cich ding T
Cédch ding: Imatinib dugc ding dutmg udng :!61 I eoe AVOC e
ubng vio bira an. Liéu 400 - 600 mg nén duge uong | lan/ngay: lieu
800 mg nén duoe chia lam 2 lan/ngdy, méi ldn uong 400 mg. Vé
bénh nhan khé nuét ca vién, cé thé phan tan vién thuoc trong mot ¢
nurére loc hodc nirde tao vai ti 1 50 mi nuée cho vién 100 mg va 290
ml cho vién 400 mg. Thuéc vira pha cin phai dugc uong luon. Néu
liéu hang ngay tir 800 mg trd 1én, nén ding vién ham lrgng 400 ‘mg
dé giam lugng sit. Ding thude cho dén khi khong con dau hi¢u bénh
tién trién hodc khi doc tinh khong thé dung nap dugc.

Liéu lugng . . ,
Tré em: Liéu ding dya trén dién tich bé mat co the, 340 mg/m”/
ngiy, téi da 600 mg/ngay. Khong cé dir liéu cho tré em dudi 2 tudi.
Ubng thude | lin/ngdy (hofic ¢6 the chia 2 lan/ngay khi ding cho
bénh nhin bi bénh bach cau man tinh dong tiy).

| Nguweoi lon

Bénh bach ciu man tinh dong tay Ph+ giai doan man: 400 mg/
ngay; giai doan tang téc hodic con blast: 600 mg/ngay. Trong cic
trudmg hgp sau, co thé tang Iiéu_ thém 200 mg/ngdy cho mé.l dot
tang liéu (16i da 800 mg/ngay) néu dung nap duoc: Bat ctr khi nao
bénh tién trién, khi khong dat dugc ddp img huyét hoc sau 3 thang,
khi khong dat dugc dap (mg té bao di truyén sau 12 thang, hojc
khi mit mbt dap (g huyét hoc hodc 1€ bao di truyén di dat dugc
truée d6. Bénh nhan cin duge giam sat chit ché khi ting licu vi
ting nguy co gip ADR.

Bénh bach cau cap dong lympho Ph+: 600 mg/ngay.

Bénh rdi loan sinh tiy hodc bénh ting sinh tiy dc tinh lién quan
dén ti sap xép gen ctia thu thé yéu td ting truéng tiéu cau & nguoi
1on: 400 mg/ngay. )

Bénh té bao mast hé thong lién quan dén ting bach ciu ua acid:
khoi ddu 100 mg/ngdy, c6 thé ting lidu 1én dén 400 mg/ngdy néu
khong gap ADR.

Bénh té bao mast hé théng khéng c6 dét bién c-Kit D816V hoic c6
tinh trang dt bién c-Kit khong rd: 400 mg/ngay.

Hoi chimg ting bach cau wa acid va/hodc bénh bach cau wa acid
man tinh: 400 mg/ngay. V§i bénh nhéan co gen phéi hop FIP1L1-
PDGFRa, liéu khoi dau 1a 100 mg/ngay. Can nhic tang liéu téi
400 mg/ngay cho nhig bénh nhan nay néu khong dip img day du
véi diéu tri va khéng gip ADR.

U 15i sarcom da té bao soi: 800 mg/ngay.

U éc tinh t6 chire lién két cia da day rudt: 400 mg/ngay va duy tri
trong 3 ndm & bénh nhén da phiu thuit cit bo khéi u. Truomg hop

' bénh nhan khong thé phiu thuit hoic di cin dc tinh: 400 mg/ngay,

c6 thé tang lidu 1&n dén 800 mg/ngay néu bénh tién trién va khong
gap ADR.

Hiéu chinh liéu trong mot sé trueomg hop

Nguai suy than:

Suy thén nhe (C1_ 40 - 59 ml/phat): Liéu t6i da 600 mg/ngay.

Suy than vira (C1_, 20 - 39 ml/phiit): Liéu khéi dau nén giam di 50%,
ting liéu din néu bénh nhén dung nap dwoc. Liéu téi da 400 mg/ngay.
Suy than nang (CI_ < 20 ml/phat): Can thin trong, liéu 100 mg/
ngay co thé dung nap & mot s0 it bénh nhén suy thdn ndng.

Nguoi suy gan:

Suy gan nhe va vira: Khong can diéu chinh liéu.

Suy gan nang: Giam liéu 25%.

Tuwong tic thube

Cac thude cam (g CYP3A4 manh (carbamazepin, dexamethason,
phenobarbital, phenytoin, rifampicin, co St. John) ¢6 thé lam giam
nong do imatinib huyét thanh, vi vy trinh ding cing cic thude
ndy. Néu ding kém céc thude ndy c thé phai ting liéu imatinib lén
it nhat 50% va theo doi chit ch& ddp img lam sang.

Céc thude irc ché CYP3A4 manh (nhu thude irc ché protease:
indinavir, lopinavir, ritonavir... cic azol chéng nidm nhu
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ketoconazol, itraconazol, voriconazol..., mét s macrolid nhu
erythromycin, clarithromycin, lehlhromycm) c6 thé lam tang ndng
dé cia imatinib mét cach ding ké, do dé cin than trong khi dung
th hop v cic thudc ndy. Nude budi chum cling c6 thé lam ting
nong do imatinib.
Céc thuée duge chuyén héa béi CYP3A4 (nhur triazolobenzo-
diazepin, thudc chen kénh calci dlhydmpyndm thude Gc ché
HMG-CoA nhur céc statin) ¢ the tang nong d§ trong mau khl ding
cing imatinib, co the do imatinib irc ché CYP3A4. Do d6 can than
trong dic bi¢t la voi cac thudc co khoang diéu trj hep (cyclosporin,
plm(}Zld tacrolimus, sirolimus, ergotamin, diergotamin, fentanyl,
alfentanil, terfenadin, bortezomib, docetaxel va quinidin).
Warfarin chuyén héa qua CYP2C9 va CYP3A4 v ting nguy co
chay méau khi diing ciing imatinib. Do do & bénh nhin cin ding
thude chnng déng, lia chon heparin phan tir lugng lhap thay vi
dang dan chat coumarin nhur warfarin,
Thuoc duge chuyén hoa qua CYP2D6 [nhu metoprolol): Imatinib
{rc ché CYP2D6 va c6 thé lam ting nong dé huyét trong cila cac
thude nay.

Qué lidu va xir tri

C6 rit it théng tin vé lidu sir dung trén 800 mg. Mét sé trudmg hop
qué liéuda duqo béo cio. Trong trudmg hop qua lidu, giam sat bénh
phén va diéu trj hd tro va diéu trj tridu chung.

Cdp nhar ldn cuoi: 2020,

IMIDAPRIL

Tén chung quc té: Imidapril.
Mai ATC: CO9AALG.

Loai thudc: Thude chdng ting huyét ap, nhém (e ché enzym
chuyen angiotensin.

Dang thude va ham lugng
Vién nén: 5 mg va 10 mg (dang hydroclorid),

Durgre Iue hoe

Imidapril 1d mét thude chong tang huyét dp thude nhém e ché
enzym chuyén angiotensin, co tic dung nhu mét tién thude, sau
khi udng chuyén thanh imidaprilat. Trong huyét tuong, enzym
chuyén angiotensin (angiotensin converting enzyme, ACE), chuyén
angiotensin I khong c6 hoat tinh thanh angiotensin 11 ¢6 hoat tinh
co mach manh, lam ting huyét dp, dbng thei, kich thich tuyen
thugmg thin bai tiét aldosteron. Imidaprilat Gc ché enzym chuyén
angiotensin, do d6, ngan can chuyén angiotensin I thanh angiotensin
IL. lam giam angmlensm 11 trong huyét tirong, dan dén giam tic dyng
co mach va giam tiét aldosteron. Ngoai ra, enzym chuyén con c6
chirc ning giang hoa ‘bradykinin thanh chit chuyén hoa khong c6
hoat tinh, do d6 trc ché enzym chuyén angiotensin din dén ting hoat
tinh cta hé kallikrein - kinin trong tuan hoan va tai chd gy gidn
mach ngoai vi thong qua hoat hoa hé prostagladin. Imidapril cling
gidn tiép lam ting san xudt cac yéu td gdy giin mach c6 ngudn goc
ttr noi mac mach mau nhu nitric oxyd thong qua thu thé bradykinin
beta, trén té bao ndi mac. Vi hai co ché trén, imidapril 1am giam
huyét ap bang cach lam giam sire can mach mau toan than nhung
khong lam ting tin s6 tim do phan xa bl trr,

Tuong tr cac thube e ché enzym chuyén angiotensin khéc,
imidapril lam giam ty 1& mic bénh va ty 1& tir vong & ngudi bi suy
tim man. Imidapril lam giam tién ganh, hau ganh va stre ciing thanh
tim thu, tang cong ning cia tim nhung khong tang tan sb tim,
Imidapril gay tang nh¢ nong d¢ kali huyét thanh, déng théi, tang
thai natri va dich bing céch ting luu lugng mau qua thin, giam san
xuit aldosteron va hormon chéng bai niéu. Luu lwong mau qua
th@n ting nhung tée do loc cau thin thudmg khong ddi.

Imidapril lam giam huyét ap & t thé ngoi, dimg hodc nim ngiry
voi mire 46 nhu nhau. Téc dung ha huyét ap dugc ghi ﬂhan manh
nhét sau 6 - 8 gits dimg thude. O mot s0 bénh nhan, can vii tufn
diéu tri mdi dat duge hiéu qua kiém soat huyét ap 16i wu. Tic dung
ha huyét ap duge duy tri khi diéu trj kéo dai. Dimg thude djt ngot
khong lam ting nhanh huyét ap.

Dwrge ddong hoc

Hap thu: Sau khi udng, |rn|dap:'l| hap thu nhanh nhumg khong hoan
toan; sinh kha dung duong UD“B cua imidapril khoang 70%. Thi
in 1am giam hép thu thudc. Nong d6 cuc dai trong huyét twong cig
imidapril dat khoang 2 gitr sau khi dung thudc.

Phdn bé: Imidapril va chat chuyén hoa imidaprilat ¢6 hoat tinh déy
lién két véi protein huyét trang & mirc d6 trung binh, trong img
khoing 85% va 53%.

Chuyén hoa: Imldaprll duge chuyén hoa nhanh & gan, chu yéu
théng qua thity phan goc ethyl ester, tao thanh chat chuyén héa ¢
hoat tinh Ia imidaprilat. Thoi gian dat ndng dd cuc dai trong huyéy
twong cua imidaprilat trong khoang 7 gi¢r sau khi udng thudc. Sinh
kha dyung tuy:;l déi cia imidaprilat khoang 42%. _

Thai trie: Nong d¢ imidapril trong huyct twong giam theo mgt
pha véi nira ddi sinh hoc khoang 2 gid. Nong do lmldapnla! trong
huyét twong giam theo hai pha vai nira doi o pha dau khoang 7-9
gidr vil nira doi ¢ pha cubi trén 24 gio. Khoang 40% licu thude duge
dao thai vao nudc tiéu, phan con lai vao phén.

Khi dung liéu lap lai, nong dd cua lmidapn lat dat trang thai én dinh
khoang 5 ngay sau liéu imidapril dau tién. Néng dé trong huyét
trong va AUC cua imidapril va 1m1dapnlat tang Ién & bénh nhan
suy than. AUC clia |m|daprllat tang gip hai lin & bénh nhan cb
Cl.;: 30 - B0 ml/phut va ting ghp gin mudi lan & bénh nhén ¢6 Cl;
10 - 29 ml/phat, C6 rét it kinh nghi¢m ding thudc trong cic mirc
dd suy thén, nhét 14 khi diung lidu 20 myg trong suy thén, 4 bénh
nhén suy gan, AUC cua imidapril va imidaprilat hot cao hon so véi
ngudi khoe manh, trong khi dé théi gian dat duge néng dé dinh
twong ty nhau & 2 nhom. O ngudi suy thin, nira d&i cua imidaprilat
(nhung khdng phai ciia imidapril) kéo dai dang ké trong khi nira
ddi cua imidapril khong tang.

Imidapril va imidaprilat loai bo duge bang tham phan mau.

Chi dinh

Bidu trj tang huyét ip vé ciin & ngudi 16m.

Choéng chi dinh _
Qué min véi imidapril hodc cac thude nhém (re ché enzym chuyén
angiotensin.

Tién sir phii mach lién quan dén cic thube nhém e ché enzym
chuyén angiotensin.

Phi mach dic ing hoac do di truyén.

Phy nir mang thai trong ba thing giira va ba thang cubi cua thai kY.
Suy thén niing can hodc khéng can thim tach mau (C1_ < 10 ml/phat).

Thén trong

Nguy co ha huyel ap Imidapril ¢6 thé gy ha huyet ap nang, dic
biét sau liéu thude dau tién. Ha huyrﬂ ap ¢6 biéu hién trigu chimg
hiém gap ¢ bénh nhan ting huyét ap khong bién chimg va thuomg
xdy ra hon & céc bénh nhan co giam khoi lrong tuan hoan do su
dung thude lgi tiéu lidu cao, ¢o ché dé 4n han ché mudi, dang tham
taich mau, tiéu chay hofic nén. Nhung bénh nhin nay nén dugc
gidm sat rit chat ché khi bit diu diéu tri, st dung imidapril liéu
thap 2,5 mg va hiéu chinh liéu thin trong sau d6. Vi bénh nhin
thiéu mau cuc bé co tim hodc mach mau nfio, nén can nhic ap dung
mirc liéu trén.

Bénh nhin hep van déng mach chu hodc hep van hai 13 hoic bénh
I¥ phi dai co tim.

Mot 56 roi loan tao méau duge ghi nhan nhu giam bach cau va bach

_—



