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Néu s6 lm;mg tiéu cau < 30 GAlit, bach cau trung tinh < 0,75 G/lit,
giam lidu dicu tn mirc d§ 1 so voi liéu ban dau (vi dy 1,3 mg/m¥
liéu s& giam xuong 1 mg/m%/liéu, con néu lidu ban dau 1 mg/m?/
liéu sé giam xuong 0,7 mg;mzmcu

Ngimg dung bortezomib néu xuat h"?" ddc tinh do 3 khéng lién
quan huyét hoe hodc dgc tinh huyét hoc d¢ 4 [so lucmg tiéu cau
<25 000/mm?). Khi dau higu doc tinh hét, co thé bat diu ding lai
bom?omlb voi licu giam 25% liéu ban dau (viduliéu13 mg/m? giam
xuong I mg/m?; liéu 1 mg/m? giam xudng 0,7 mg/m?).

Poi v6i nhimg bénh nhan xut hién dau than kinh vivhogc dau
thin kinh “80?1 vi trong ché df diu trj don tri hodc két hop, nén
c6 nhimg diéu chinh liéu (xem Bénh Iy thin kinh ngoai vi ¢ trén).

Twong tic thude

Céc nghién ciru in vitro cho thy bortezomib 14 mét chét (e ché yéu
cic enzym cytochrom P450 1A2, 2C9, 2D6 va 3A4. Bonezomb
irc ché CYP 2C19, do vay bortezomib c6 thé 1am ting ndng d6 cua
nhimg thudc 14 co chit ctia enzym nay.

AUC cua bortezomib (tiém tinh mach) t.mg 35% khi sir diing dong
thai véi ketoconazol (mét chit trc ché CYP3A4 manh). Do dé,
bénh nhan nén dugce theo dbi chat ché khi dung bortezomib v&i
cic chét irc ché CYP3A4 manh (vi dy ketoconazol, hay ritonavir).
AUC cua bortezomib {t:em tinh mach) giam 45% khi sir ding déng
thori véi rifampicin (chat cam img CYP3A4 manh). Do d6, viée sit
dung dbng thdi bortezomib vai cac thude cam tmg manh CYP3A4
(nhu rifampicin, carbamazepin, phenytoin, phenobarbital va
cd St. John) khong dugc khuyén cdo vi hi¢u qua lam sang co
thé giam.

AUC cua bortezomib (tiém tinh mach) ting 17% khi sir dung dong
thoi vai melphalan prednison.

Khong thay tuong tac giira bortezomib (tiém tinh mach) va
dexamethason (chat cam Lrng CYP3A4 yéu); giira bortezomib va
omeprazol (mét chat irc ché CYP2C19 manh).

Ha glucose huyét va ting glucose huyét dugc béo cdo bat thuong
va thong thudng trén bénh nhan dai thio dudng dang ding thuée
ha glucose huyet dang uong véi bortezomib. Do d6, khi diéu tri
dong thari vai bortezomib, can phai theo ddi chat ché glucose huyét
va c6 thé phal didu chinh liéu thuc ha glucose huyét cia bénh
nhan dang diéu tri voi thube ha glucose huyét.

Tu'o‘ng ky

Thude nay khéng dugc tron 1an véi cac chét khac trir natri clorid.
Qua liéu va xir tri

Triéu chmrg Sy khéi phat con ha huyét ap cép tinh va glam tiéu
ciu voi két cuc tir vong duge ghi nhédn ¢ bénh nhin dung gap hai
lin liéu khuyén cdo.

Xii tri: Khong c6 thudc giai doc dic hiéu. Cén theo ddi cic diu
hi¢u song cua bénh nhdn va chim soc hd trg thich hop dé duy tri
huyét 4p (nhu bu dich, uéng thube ting huyét 4p, vashodc thude
lam ting trromg luc co) va nhiét do co thé.

Cap nhat lan cuoi: 2017.

BOSENTAN

Tén chung quoc té: Bosentan.

Ma ATC: CO2ZKXO01. o

Loai thuée: Thuéc tri tang 4p dong mach phoi, chat doi khang thy
thé endothelin.

Dang thudc va ham lugng

Vién nén bao phlm (dudi dang muédi monohydrat): 62,5 mg, 125 mg.
Vién nén pha hén dich udng: 32 mg.

Durge lyc hge
Bosentan la thudc ddi khang receptor endothelin (endothelin

receptor antagonist), tac dgng bing cich phong bé téc dung cua cc
chat ndi mach, 1a nhimg chét gdy co mach manh. Do vay, bosentan
lam gidn nd mach mau. Bosentan phong bé ca receptor ET, va
ET,, trong khi ambrisentan va sita.xeman chi tac dung chon loc
tren ET,. Bosentan dugc chi dinh chu yéu trong ting p dong mach
phéi (PAH}

& ngudi 16m, bosentan cii thién kha ning hoat dong va giam dién
bién x4u cua tinh trang lam sang. Nghién ciru vé hiéu qua cua
bosentan duoc chimg minh & nhimg ngudi ¢6 rdi loan chirc ning
& mire dj 1I-IV (theo phén loai cia WHO) véi nguyén nhan do vé
can hay di truyén la 60%, PAH két hop v6i bénh ciia mé lién két 12
21% va PAH két hop cung bénh tim bim sinh ¢ shunt trai - phai
1a 18%. O tré em tir 3 tudi trér 1én ¢ PAH v6 can hodc bam sinh,
bosentan cai thién sirc khang ctia dong mach phdi, gitip cai thién
kha ning hoat dgng va thé luc cua tré,

Dtro'c dong hoc

Hap thu: Bosentan hép thu qua duomg tiéu hoa voi sinh kha dung
tuyét doi khoang 50%. Nong d6 dinh trong huyét thanh xuét hién
sau khi uéng 3 dén 5 gior (d6i voi ngudi 16m), va 1 dén 4 gio (doi
véi tré em). Thire n khong anh hudng dén hép thu thube.

Phdn bé, chuyén héa: Hon 98% gin véi protein huyét tuong,
cha yéu la albumin. Bosentan chuyén héa qua cytochrom P450
& gan, phin nhom CYP2C9, CYP3A4, va co thé ca CYP2C19
Bosentan giy cam (mg céc enzym nay. Sau khi dung da liéu, ndng
d¢ bosentan trong huyét tuong giam dan 50% dén 60% so vai khi
ding don lidu. Bosentan chuyén hoa thanh 3 chat, trong d6 cé
mot chat van con hoat tinh.

Thai trir: Thudc thai trir cht yéu qua mat, mot phén qua than
(dudi 3%), do thanh thai la 4 lit/gio. Nira doi thai trir 1a 5 gio.

Chi dinh

Tang ép dong mach phdi.

Xo cimg bi hé théng véi tinh trang loét dau chi tién trién.

Chdng chi dinh

Huyét ap tdm thu duéi 85 mmHg,.

Phu nir trong dé tudi sinh dé khi chua chic chin két qua thir thai
am tinh.

Khi néng d6 aminotransferase 16n hon 3 lin mirc binh thuomg.
Porphyria cép tinh.

Dung clng cyclosporin hodc glyburid.

Mén cam véi bosentan.

Thén trong

Vi bosentan c6 nguy co cao gy doc cho gan nén can kiém tra chirc
nang gan trude khi dieu tri, hang thang trong khi diéu tri va sau
2 tuan moi khi tang liéu.

Giam nong d¢ hemoglobin va hematocrit din dén thiéu mau lién
quan dén liéu bosentan da dugc bao céo, thdm chi dén mirc phai
truyén mau. Vi viy can kiém soat néng dé hemoglobin trudc va
trong khi diéu tri (kiém sodt hang thing trong 4 thang dau, sau dé
ctr 3 thang mot lan). Khong ngimg thude dot ngot.

U dich va phu ngoai vi ¢6 thé xuat hién, doi khi trong véi tuan dau
diéu tri, dan dén phai ngimg diéu trj va can thiép thudc.

Thube anh huémg dén sinh san nhu giam s lwgng tinh tring va
sy phét trién cua thai nhi. Ap dung bién phap tranh thai trong khi
diing thudc va tiép tuc cho dén it nhét 1 thang sau khi ngimg thude
la cén thiét.

Co thé xuat hién phi phéi, dic biét & bénh nhan c6 thuyén tic mach
phdi, cin nhic ngimg thudc trong truémg hgp nay.
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Thoi ky mang thai

Khéng ding cho phy nit mang thai. DA thiy bing chimg gay quéi
thai trén déng viit. Do d6, tranh thai trong qua trinh ding thube
Ia cén thiét (lru ¥ bi¢n phép trénh thai bang hormon khong dugc
chimg minh 14 ¢6 hi¢u qua, nén cin diing thém 01 thuéc trénh thai
khéc, trir khi c6 ding dung cu tir cung) trong va sau liéu dung cubi
cung it nhdt 01 thang. Khuyén céo thir thai hang thang dé loai trir
kha ning mang thai.

Thoi ky cho con bi

Khong c6 dir liéu vé sy c6 mit chia bosentan & sita me, hay anh
huéng cua bosentan dén sy sin xuit sita hodc s phét trién cua tré
so sinh. Do nguy co tiém 4n vé céc tac dung phy nghiém trong ciia
bosentan nhu sy (t dich, dc tinh véi gan nén khuyén céo phu nir
khéng nén cho con bi trong khi ding thudc.

Téc dung khong mong mudn (ADR)

Rat thuomg gdp va thuong gap

Mau: gidm hemoglobin (nguoi I6m: 57%, tré em: 11%), giam
hemoglobin ning (ngudi 16m: 3%), thiéu méau (ngudi lon: 3%).

H6 hép: nhiém trung duéng ho hap (ngudi lom: 22%), tic nghén mii.
Tim mach: it dich, phli ngoai vi (ngudi lom: 11%).

Gan: xo gan, ting aminotransferase gan (ngudi 1om: 4 - 12%, tré
em: 2%), suy gan.

Tiéu héa: trao nguoc da day - thuc quan, ia chay.

Khac: dau dau, do blmg mat, danh lréng nguc, phan (ng trén da,
ngt, thiéu nang tinh tring.

It g&p

R&i loan chirc nang gan, giam bach cau, giam tiéu cau.

Hiém gdp va rat hiém gap

Phu mach.

Chura xdc dinh dwoc tan sudt

Nhin mo.

Hwéng din céch xir tri ADR

Ngimg thuée néu néng do aminotransferase gan tang cao Kkét hop
cdc triéu chimg 1am sang, hodc khi néng dd bilirubin ting cao hon
2 1dn so v&i binh thuéng.

Liéu lwong va cach diing

Cdch ding: Thude duoc ding dudng uéng 2 lan/ngay (budi sang
va budi ti) khdng cing bita an.

Vi nguy co gay doc voi gan va véi thai nhi nén bonsentan cin dugc
ké don theo 1 quy trinh nghiém ngat:

Kiém tra nong do aminotransferase trude khi diéu tri, ha.ng thang
trong diéu tri va sau 2 tuan méi khi tang liéu. Ngimg diéu tri néu
aminotransferase ting két hop céc déu hiéu lam sang, hodc khi c6
bilirubin ting qua 2 1an mirc binh thuimg.

Loai trir kha nang c6 thai trude khi st dung bosentan béng test thir
thai. Sau d6 phong ngira kha nang co thai bing viéc sir dung 2 loai
thudc trénh thai trong sudt qua trinh diéu tri va kéo dai 1 thang
sau khi ngimg diéu tri. Néu bénh nhén tranh thai béng dt dung cu
tir cung hodc da triét san thi khong can ding bign phap tranh thai
khac. Can kiém tra nguy co co thai hing thang bang test thir thai.
Vién nén pha hdn dich cin dugc hoa tan trong mét lugng nhé nudce
trude khi dung.

Liéu diing

Téng ap dgng mach phéi:

Tré em 3 - 12 tudi, tir 4 - 8 kg: 16 mg, 2 lan/ngay.

Tré em 3 - 12 tudi, tir trén 8 kg - 16 kg: 32 mg, 2 lan/ngay.

Tré em 3 - 12 tudi, tir trén 16 kg - 24 kg: 48 mg, 2 13“”“533’

Tré em 3 - 12 tudi, tir trén 24 kg - 40 kg: 64 mg, 2 lan/ngdy.

Tré em > 12 tudi, dudi 40 kg: 62,5 mg, 2 lan/ngay.

Tré em > 12 tudi, trén 40 kg: Liéu nhu ngudi 16n.

Ngudn 16m: Khéi ddu 62,5 mg, 2 lan/ngdy trong 4 tuan, sau d6 ting
Ién dén lidu duy tri 125 mg, 2 lan/ngay (t6i da 1 liéu 12 250 mg).
Téi da 500 mg/ngay. ‘

Xo cimg bi hé thong véi tinh trang loét déu chi tién trién:

Ngudi 16n, liéu khéi dhu ubng 62,5 mg, 2 lin/ngay, ting Ién say
4 tudn t&i 125 mg, 2 lan/ngay.

Nguwoi suy gan: Suy gan vira lam ting C_ va AUC ciia bosentan
va chat chuyén héa 1én rd rét. Suy gan nhe khong anh huéng dé,
dugc dong hoc cta bosentan. Chua c6 nghién ctru dugc dong hoc
ctia bosentan & ngudi ¢6 suy gan nang. Nén tranh dung thude cho
ngudi suy gan vira hodc ning.

Nguedi suy than: Anh hudng cua chire ning thén 1én dugc dong hoc
ctia bosentan khong nhiéu. Khéng can chinh lidu & ngudi suy thén,

Twong tic thube

Ciclosporin: Nf'mg d6 bosentan tang Ién khi dung cung ciclosporin,
dc"‘mg thri ndng d6 ciclosporin ciing bi gidm xuéng_ Ch("ing chi dinh
phéi hop 2 thudc nay.

Glyburid: Tang nguy co dgc tinh véi gan khi ding bosentan ciing
glyburid. Chéng chi dinh phéi hop 2 thude nay.

Céc thuéc khang khudn: Néng 4o bosentan cé thé giam xuémg khi
phdi hop cung rifampicin, nén tranh phoi hop.

Thudc déc té bao: Bosentan c6 thé lam giam ndng d6 huyét wrong
ciia bosutinib do d6 nén tranh phoi hop.

Thude chong nam: Nong do bosentan cé thé tang khi ding cing
fluconazol hodc itraconazol, do d6 nén tranh phoi hop véi cac
thude nay.

Bosentan bi chuyén hoa bai cac CYP2C9 va CYP3A4, dong thai
gay cam (g cic enzym nay va cd thé ca CYP2C19. Vi véy c6 thé
xay ra turong tac voi cac thude ciing chuyén hoa béi cic enzym nay
hodc gy trc ché cac enzym nay. Chéng han qua CYP3A4, bosentan
lam giam néng do fentanyl, perampanel, dronedaron, nifedipin,
pretomanid...

Thuée chéng déng: Can kiém soat tac dung chdng dong cia
coumarin khi ding cung bosentan

Thude khang virus: Bosentan co thé lam giam nf)ng dd indinavir;
nong do bosentan tiang 1én khi dung ciing lopinavir va ritonavir (can
nhic gidm liéu bosentan khi ding cung céc thude nay); bosentan
c6 thé lam gidm ndng d telaprevir trong huyét twong, va nong do
bosentan ciing c6 thé tang I1én khi dung cung thudc nay; tranh ding
cling bosentan ciing la khuyén co ciia nha san xuét thude tipranavir.
Thuéc ha lipid huyét: Bosentan lam giam ndng do simvastatin
trong mau.

Thuéc tranh thai estrogen/progestogen: Bosentan cb thé 1am liéu
phép tranh thai bing thudc thét bai.

Sildenafil, tadalafil: Bosentan 1am giam ndng d0 sildenafil, tadalafil
trong huyét tuong.

Qui liéu va xir tri

Triéu chimg: Bosentan dung nap 16t va it xdy ra déc tinh. Da dung
dén 24 g bosentan duong uéng va 750 mg dudmg tiém tinh mach
ma khong xay ra tai bién gi. Tuy nhién, khi dung téi 10 g dudng
ubng di xuit hién téc dung phu. Tai bién do dung qua lidu bosentan
c6 thé dan dén gian mach va giam huyét 4p hé théng.

Céc trigu chimg qua | liu ¢6 thé gap la nén, budn nén, giam huyét
ap, chong mat, 46 md héi, nhin mo.

Xar tri- Ngimg thube, diéu trj triéu chirng va hé trg chirc nang song,
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bao gbm u-uycn dich va ding céc thude van mach néu cin thiét,
ning huyét dp bing dopamm. norepinephrin 10 - 20 ml/kg. Kiém
sodt céc dau higu sinh t6n, dam bao thong khi dy du & nhimg bénh
nhin c6 suy giam hé hip hoic suy TKTW. Can nhéc ding than
hoat néu bénh nhan bj ngd ddc bang dudmg udng va duge dua dén
som. Khong ¢6 thube giai doc dac higu. Kiém soét enzym gan sau
khi ding liéu qua cao. Kiém tra ECG va tim mach lién tuc (néu
chn thiét), theo ddi dién giai dé néu bénh nhén ¢6 nén hoic tiéu
chay ndng.

Cip nhdt lan cudi: 2020.

BRINZOLAMID

Tén chung qubc té: Brinzolamide.
Mi ATC: SO1EC04.

Loai thude: Thudc diéu trj tang nhan dp va co ddng tir, thube irc
ché carbonic anhydrase.

Dang thude va ham luwgng
Hén dich nhé mat: 10 mg/ml.

Dirgre e hoc
Carbonic anhy:drase (,CA) 1a mf;‘)t enzym dugc tim thiy trong nhiéu
mb clia co thé bao gom ca mit. Carbonic anhydrase xic tic cho
phan img thugn nghich lién quan dén qua trinh hydrat hoa CO, va
dehydrat héa H,CO.,.

CO,+H,0 « H,CO,

H.CO,~ H*+HCO;
Uc ché CA trong mit 1am giam bai tiét thiy dich do lam chim hinh
thinh HCO,, can tré van chuyén Na® va thiy dich. Két qua lam
giam nhan 4p, giam yéu t6 nguy co cho bénh ly nhan khoa nhu tén
thwong thn kinh thi giac va mét thi lwc. Brinzolamid 1a mot chat
{rc ché diic hiéu carbonic anhydrase II (CA-II), mdt isoenzym chu
yéu trong mét, do vy c6 tac dung lim giam bai tiét thuy dich va
giam nhan ap.
Dirgre djng hoc
Hap thu: Sau khi nho mét, brinzolamid co thé dugc hap thu vao hé
théng tudn hoan chung.
Phén bé: Do ai luc cao véi CA-II, brinzolamid phan b6 chi yéu
trong hong cau. Thude gin voi protein huyét trong khoang 60%.
Chuyén héa: Trong co thé, brinzolamid chuyén hoéa thanh
N-desethylbrinzolamid, san phim chuyén héa con hoat tinh.
N- desethylbnnzolamid chu yéu gin véi CA-I va tich liiy trong
hong cau. Nong d6 cua ca brinzolamid va N- dcscthylbrmzo]amld
trong huyét twong rit thip (< 7,5 nanogam/ml) du6i mirc co thé
phat hién.
Théi triz: Brinzolamid thai trir chi yéu theo co ché bai tiét & than
(xap xi 60%). Khoang 20% lidu ban diu thai trir vao nudc tiéu dudi
dang di chuyén hoa. Brmznlamld va N- descthyibrmzolmmd 13 cic
thanh phan chi yéu trong nude tiéu ciing vai < 1% céc chét chuyén
hoa khac N-desmethoxypropyl va O- desmethyl. Brinzolamid co
nira d&i thai trir dai vao khoang 24 tudn,

Chi djnh
Ha nhan 4p trong glocom gbc mo.
Ting nhan 4p chéng chi dinh hodc khong dap {mg vai cic thude

chen beta-adrenergic.

Chéng chi dinh

Min cam véi brinzolamid.

Tién sir qua man véi cac sulfonamid.

Suy thin nidng.

Nhiém toan chuyén héa ting clorid huyét.

Thén trong

Thube cé thé duge hép thu todn than va gy ra ADR tuong tu cic
sulfonamid khi sir dung dudi dang thudc nho mét.

Thude cé thé gay nhiém toan chuyén héa do dé can than trong khi
sir dung thudc trén cac bénh nhan suy than, ré sinh non hodc dudi
| tuén tudi, bénh nhin ¢ 6ng than chua hoan thién hodc bit thudng.
Céc thudc (re ché carbonic anhydrase c6 thé 1am giam kha niing thuc
hién cé4c cong viéc ¢én tinh tdo hodc phoi hop thé lyc. Brinzolamid
diing tai chd c6 thé hip thu toan than v gdy ra céc tac dung twong
tw, do vAy cAn than trong khi sir dung cho céc bénh nhan trén.
Than trong khi sir dung brinzolamid trén cac bénh nhan dang ding
céc thude e ché carbonic anhydrase duong udng do co thé lam
tang ADR toan thén.

Thén trong khi sir dung thudc trén cc bénh nhan tang nhan 4ap gia
bong bao va glécom sic td. Theo ddi chat ché 4p suat thiy dich trén
céc bénh nhan nay. Khong khuyén cdo sir dung thude trén cac bénh
nhén glocom goc dong.

Thén trong va theo dai chit ché bénh nhan khi sir dung thuéc trén
céc bénh nhan c6 gidc mac bj ton thuong nhu bénh nhén dai thao
dudmg hodc loan dudng gidc mac, dic biét trén bénh nhan sir dung
kinh 4p trong, do anh huéng cia thubc 1én chirc ning té bao noi
md cua gidc mac chura duge nghién ciru. Céac thudc trc ché carbonic
anhydrase cé thé anh huong dén qua trinh hydrat hoa giac mac, deo
kinh 4p trong co thé lam ting nguy co nay. Cac ché pham nho mét
6 chira benzalkonium cé thé gay kich tmg mit va lam mit mau
kinh 4p trong. Trinh dé thudc tiép xtc véi kinh ap trong. Bénh
nhan nén thao kinh ap trong trude khi nho thudc, chi nén deo lai
kinh it nhat 15 phat sau khi nho thuée.

Hiéu qua va tinh an toan cua brinzolamid ¢ tré em tw 0 - 17 tudi
chura duge chimg minh. Khong khuyén céo dung thude trén tré em.
Theoi ky mang thai

Céc nghién clru trén ddng vat cho thiy thudc gy doc tinh trén
sinh san khi dung theo dudng toan than. Chua du dit lidu vé viéc
sir dgpg brinzolamid dang nho mét trén phu nir mang thai. Khéng
khuyén cdo dung thude trong thdi ki mang thai.

Thei ky cho con bi

Chua 18 li¢u brinzolamid hodc cac san phim chuyén hoa clia n6 cb
duoc bai tiét vao sira me khi dung dwdi dang nho mét hay khong.
Céc nghién ctru trén dong vat cho thiy thude duge bai tiét vao sira
mt hugng nho sau khi dung theo dudng uéng. Do khong thé loai trir
nguy co cua thude voi tré bu me, viée ding thude cho phu nir trong
thai ky cho con bi ¢an dugc cin nhéc dya trén lgi ich - nguy co.
Tac dung khong mong mudn (ADR)

Thuong gap

Mit: nhin mg, kich (mg mét, dau mét, sung huyét mét, thay doi
thi Iue.

Tiéu hoa: rbi loan vi gidc.

It gap

Nhiém tring: viém miii, viém hong, viém xoang. ‘

Mau va hach lympho: giam héng cau, ting clorid huyét.

Tam - than kinh: ldnh dam, trim cam, gidm ham muén tinh dyc, 4c
mdng, lo au, hoang s, rdi loan van ddng, suy giam tri nhé, chéng




