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Thi ki cho con bl

Atapulgit thudmg dugc coi la an todn,

Téc dung khéng mong mulin (ADR)

Thudng gap

Téo bon.

I gap

Nhém duge hip thu vao co thé, gay thidu hut phospho, khi ding
thudc kéo dai hode liéu cao.

Li¢u hrgng va chch diing

Vién atapulgit va hon dich atapulgit uéng,

Liéu thuémg ding cho ngudi 1ém va thiéu nién:

Chédng ia chay: Udng 1,2 g dén 1,5 g mdi lan di phan long; khong
vugt qua 9 g trong 24 gid.

Liéu thuémg ding cho tré em:

Tré em dudi 6 tudi: Khong nén ding trir khi ¢é chi dan cta thiy
thuéc.

Tré em tir 6 dén 12 tuéi: Udng 600 - 750 mg sau mdi lan di phan
long, khong virgt qua 6 g trong 24 gio.

Atapulgit goi (3 g).

Ngudi 16m: 2 - 3 gbi moi ngay (thudmg vio trude bira an).

Tré em trén 10 kg cén ndng: 2 gbi mdi ngay. Nén tron khé thude voi
dudmg trudc khi cho mrdce dé co vi ngon.

Twong téc thude

Atapulgit gdy can tr@ hép thu c4c thude khac. Nén udng cach nhau
2-3 gid.

Qui lidu va xir tri

Ngimg thudc ngay va nra da day (néu cip). Chéng tio bén.

Cap nhdt lan cudi: 2018.

ATAZANAVIR

Tén chung quée té: Atazanavir sulphat.

Ma ATC: JOSAEOS. )

Loai thudc: Thudc khang retrovirus, nhom irc che protease.

Dang thude va ham lugng

Goi bot ubng: 50 mg.

Vién nang: 150 mg, 200 mg, 300 mg.

Vién nén bao phim: Phéi hop 300 mg atazanavir va 150 mg
cobicistat.

Durge e hoe

Atazanavir (rc ché sy nhan |én cia virus HIV typ 1. Atazanavir la
chit vre ché chon loc, canh tranh, c6 hoi phuc ciia HIV protease,
enzym déng vai trd quan trong trong qué trinh (ong hgp protein
16i va cac enzym thiét yéu khac cua virus. Atazanavir trc ché HIV
protease khién virus khong thé truong thanh, nhén lén v lan té
cic té bao khac. Thude ciing ¢6 hogt tinh trén cac HIV-2 protease.

Atazanavir dugc bio ché theo dang don déc hodc dang két hop
véi lidu thip ritonavir (goi 1a ritonavir - boosted atazanavir hay
atazanavirritonavir) hofic liéu thap cobicistat (ggi la cobicistat - boosted
atazanavir hay atazanavir/cobicistat). Ritqnavir va cobicistat (rc
ché chuyén hoa ciia atazanavir, lam ting nong d¢ atazanavir trong
huyét trong va ting sinh kha dyng.

Khdng thudc: Khing thube xiy ra rat nhanh khi thude (re ché HIV-
protease dugc ding don dge. Cac chung HIV-1 gidm nhay cam vai
atazanavir ¢o thé xuit hi¢n ngay trong qua trinh digu tri. Do d6,
atazanavir cin duge dung két hop voi cde thude khang virus khéc.

Khang chéo giira ciac thudc ctuing nhom trc ché HIV-protease ¢o thé
xay ra & cac mirc d§ khac nhau.

Dwrge djng hge

Duge ddng hoc cia atazanavir thay doi iy theo ché phiim sir dyng.
Hdp thu: Atazanavir hip thu nhanh qua dudng udng. Nong 4§
huyét tuong dat dinh sau 2 - 2,5 gio khi ding ¢ dang atazanavir
dom doc, 2,7 - 3 gidr sau khi dung atazanavir/ritonavir va khoang
3,5 giér sau khi dung atazanavir/cobicistat.

Thirc in lam tang sinh kha dung clia atazanavir va gip cac ‘hc'“g
sé duge dong hoc ciia atazanavir én dinh hon. Tay thuge vao ché
phim atazanavir sir dung, viéc ding thudc cing véi bira dn co the
lam tang 30 - 70% sinh kha dung va 40 - 57% ning d§ dinh cia
thudc trong mau,

Phin bhé- Atazanavir lién két vai protein huyét tuong & mic cao
(86%). véi e a-1-acid glycoprotein (89%) va albumin (86%). Ty
& lién két vai protein huyét twong khong phy thude vao néng do
huyét trong ciia Ihuﬁc

Khi diing dwrémg ubng, atazanavir phin b voi néng 4o thip vio
dich ndo tiy, tinh dich va méu cuong ron. Khi phu nir mang thai
ding atazanavir/ritonavir, nong d0 atazanavir trong mau LI-IODS rén
vio khoang 12 - 19% nong do trong mau me. Atazanavir phan b
vao sira me, nong do dat khodng 13% néng dd trong huyét tuong.
Chuyén héa: Atazanavir chuyén héa tai gan qua CYP3A4.

Thai tric: Sau khi diing atazanavir don djc, khoang 79% liéu ding
duge thii qua phin va 13% thai qua nude tiéu & dang thudc da
duoc chuyén hoa hoic chua chuyén hoa.

O trang thai én dinh, nira déi thai trir trung binh ctia atazanavir don
doc 14 6,5 - 7.9 gid, atazanavir/ritonavir 12 8,6 - 18,1 gid, atazanavir/
cobicistat 12 khoang 7,5 gi¢r. Nira déri thai trir cia atazanavir don
déc & bénh nhin suy gan trung binh 16 niing 6 thé kéo dai i
12,1 gidr,

Chi dinh

Atazanavir dugce st dung voi cic thuée khang retrovirus khac dé
diéu tri va dur phong phoi nhiém véi HIV typ 1.

Atazanavir dang két hop véi ritonavir hodic cobicistat ¢6 thé sir
dung cho bénh nhdn HIV chua timg hodc da timg duoc diéu trj
bing cic thube khing virus khic, Atazanavir/ritonavir co thé sir
dung & ngudi 16m v tré em tir 3 thing wbi tror 18n. Atazanavir/
cobicistat hién chi ¢6 bang chimg vé hiéu qua va an toan khi diing
trén ngudi 16m.

Atazanavir don dgc, khéng két hop vai ritonavir hodic cobicistat
khong phii 14 lua chon uu tién do hiéu lye kém hon so vai dang két
hop. Atazanavir don dge co thé sir dyung cho bénh nhin ngudi lén
hodc tré em trén 13 tudi, khéng dung nap atazanavir dang két hop
va chua timg duoc diéu tri HIV bang cac thude khang virus khdc.
Atazanavir don dge khong nén ding & bénh nhian HIV da timg thit
bai vén céc phic dd khéng virus khac.

Chiing chi dinh

Tién sir phan (ng qua man véi atazanavir (hdi chimg Stevens-
Johnson, hong ban da dang, nhiém déc da).

Khong ding dong thii atazanavir vai cdc thude thai trir phu thuge
chu yéu vao hoat tinh cia cytocrom P450 isozym (CYP3A) hoiic
uridine diphosphateglucuronosyltransferase 1A1 (UGTI1A1) hodc
nhimg thudc ma néng dd cao trong méu 6 thé gay ra cac phan
img nghiém trong de doa tinh mang nhu: Alfuzosin, cisaprid, ergot
alkaloids, indinavir, irinotecan, lovastatin, simvastatin, midazolam
durémg udng, sildenafil trong diéu trj ting ap lyc dgng mach phai,
triazolam.

Khéng ding dong théni véi cac thude cam tmg manh CYP3A nhu
rifampin, co St. John.

Khéng dung déng théi atazanavir/cobicistat véi colchicin,



DTQGVN 3

dronedaron. lurasidon hofic ranolazin do ¢g thé
khang virus cua thuoc,

Théin trong ,

Atazanavir ¢6 thé kéo dai khoang QT 1am ting nguy co loan nhip
tim. gy ra thimg bat thutmg trong din truyén nhi thét, bao gdm
kéo dai khodng PR.

Thén trong khi sir dung t_huéc trén bénh nhan ¢ bt thurdmg vé nhip
tim (vi du: nghén nhi that), can theo dai dign tim do.

Thin trong khi sur d’:"ng alazanavir véi cdc thude lam kéo dai
khodng PR nhu mot so thude chen beta adrenergic, mét sd thude
chen kénh calci, digoxin, verapamil, lopinavir/ritonavir,
Atazanavir/cobicistat lam giam d§ thanh thai creatinin ma khong
thy sir anh hung téi chire niang loc cia chu thin, do d6 cin phéi
thin trong tru6e khi ddnh g4 chic néing thin cua bénh nhan hoje
biéu chinh liéu céc thude khac dya trén d§ thanh thai creatinin.
Tinh trang giam tict acid da day (vi du: sir dung thude ire ché bom proton)
¢d thé lam gidm hap thu atazanavir, lam giam tac dung cia thude.
Nong d¢ atazanavir ¢6 the tang trong 2 thang diu tién sau khi sinh
con, khéng can thiet diéu chinh li¢u cho phy nir sau sinh nhung cén
theo doi cac ADR cia thuoc.

lam giam tac dung

Thiri kv mang thai

MGt so nghién clru trén ngudi va dong vit cho thiy sir dung
atazanavir trong thoi ky mang thai khéng 1am ting nguy co di tat
lom ('I_ lhai_nhi so vai placebo. Atazanavir/ritonavir phé‘ni hop viri
2 thudc dicu tri HIV nhém i ché nucleoside reverse transcriptase
(NRTIs) la phic do duge wu tién sir dung cho phy nir mang thai
nhiém HIV chura timg diéu trj bing thude khing virus truée do.
Atazanavir/cobicistat khdng phai la lya chon wu tién, chi nén sir
dung & phy nir mang thai khi lgi ich vugt trdi so véi nguy co; cling
khong dugce sir dung atazanavir/cobicistat & phy nir mang thai dang
dimg kém thude khang histamin H, va/hodc tenofovir trong thai
ky thir hai va thia ba. Khong dung atanazavir don déc (khong cod
ritonavir hodc cobicistat) cho phu nit mang thai hodc trong giai
doan hau san.

Atazanavir 1am ting bilirubin huyét & thai nhi va tré so sinh, cin
theo doi chat nong d6 bilirubin ¢ phy nir mang thai va tré trong
nhimg ngay dau sau khi chao déi.

Cén hiéu chinh liéu atazanavir khi sir dung cho phu nir mang thai
(xem phan Liéu lugng va cach dung).

Thei k¥ cho con bi ‘
Atazanavir phan bd vio sira me & néng dé thap. Khéng cd o ligu
vé phan b trong sira me cua ritonavir vi cobicistal. Do nguy co
xiy ra ADR trén tré so sinh va nguy co ldy nhiém HIV qua sira me,
phu nir nhiém HIV khéng nén cho con bi.

Téc dyng khang mong muén

Thuomg gap 5 o
Phan {mg chung: mét méi, chong mat, dau co, dau diu, mat ngu,
tridu chimg thin kinh ngoai bién, s6t.

Da lidu: néi ban. "
Tiéu hoa: taing enzym gan, ting bilirubin khong lién hop, a0t
kém véi ving mét, vang da; dau bung, tiéu chdy. nn, budn nén.
Tim mach: nghén tim d¢ 1 khong trigu chimg, phi ngoai vi.
Chuyén hoa: tang cholesterol huyét tuomg, ting amylase, tang
creatine phosphokinase, roi loan dwémg huyet.
H& hép: ho, dau héu hong, kho khé, ngat mai, viém mui (thuomg
£ap O tré em). ) s ke g .

Huyét hoe: giam bach cilu, gidm ticu cau, glam hemoglobin.
Khac: trém cam.

It gap

Viém gan, nhiém toan acid lactic.
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Hiém ga

Soi [hglf:gwl mat, nghén tim dg 2, kéo dai khoang QT.

Hurémg dén céch xir tri ADR o

Ban ngodi da thuémg xuat hign trong vong 8 tudin dau didu trj va
bién mét trong 1 dén 2 an.

Téang bilirubin lién hop vd cée roi loan chire ning gan khéc thudomg
phuc hdi sau khi ngimg diéu '{1 ek m _
() bénh nhin c6 nguy co vé roi loan nhip tim, can dicu t_ri cac yéu
t6 nguy co truge khi bhit didu sir dung atazanavir, c6 thé theo daj
dién tam dd néu can.

Liéu lrgng va cich dung

Cach dang . " . : )
Atazanavir ding duémg udng, | 1an/ngdy ciing vai thire an. Uong
atazanavir it nhit 2 gics trudc hodc | giorsau khi ding cac ché pham
lam thay déi pH da day nhu thuoc chira c’iungid;ch d‘é‘m. antacid,
Ubng atazanavir/ritonavir cing liic hodc it nhat 10 tiéng sau khi
ubng thuc khang histamin H,; it nhat 12 tiéng sau khi dung thuce
irc ché bom proton. Atazanavir khong kétl hop véi -nt.:’mavir nén
duge ubng it nhét 2 gié truoe hofic 10 gidr sau khi uong khing
histamin H,. , _ o
Luén luén két hop atazanavir voi cae thude khang virus khic dé
tranh khang thudc. ; .

Ché d6 lidu atazanavir/ritonavir 300 mg/100 mg udng 1 lan/ngdy
twong dwong vol ché d¢ lidu atazanavir/cobicistat 300 rpgr'ISO mg
vé cac thong sb duge dong hoe nhung khong nén thay doi cho nhau
do ritonavir va cobicistat khac nhau vé cach ding, ADR, than trong
v trong tic thude.

Liéu lwong

Nguedr lom: .

Diéu tri HIV & bénh nhan chua timg sir dung thuoe khing virus:
atazanavir/ritonavir 300 mg/100 mg: 1 ldn/ngay hodc atazanavir/
cobicistat 300 mg/150 mg: | lan/ngay hodc atazanavir 400 mg:
1 lan/ngay. '

Piéu tri HIV & bénh nhén da timg ding thude khang virus trege do:
atazanavir/ritonavir 300 mg/ 100 mg: | lan/ngiy hodic atazanavir/
cobicistat 300 mg/150 mg: | lan/ngay. Khong sir dung atazanavir
don dgc. .

Dy phong sau phoi nhiem véi HIV: atazanavir/ritonavir 300 mg/
100 mg: 1 lin/ngay két hop voi cic thudc khang virus khic. Ligu
trinh dyr phong bét ddu cing sém cang 16t sau khi ¢ phoi nhiém va
kéo dai 1&i 4 tuan, néu dung nap duge.

Phu ni¥ mang thai: O thai ky thir 2 va thi 3, tang liéu 1én atazanavir/
ritonavir 400 mg/100 mg 1 En/ngay.

Tré em: Chi dung atazanavir két hop vai ritonavir.

15 - 20 kg: 150 - 200 mg atazanavir két hgp véi 100 mg ritonavir,
| lan/ngay.

20 - 40 kg: atazanavir/ritonavir 200 mg/100 mg: 1 lin/ngay.

Trén 40 kg: atazanavir/ritonavir 300 mg/100 mg: 1 lan/ngay. O tré
em trén 35 kg, ¢6 thé cin nhic ding liéu 300 mg dé tranh thiéu lie,
dic bidt & tré c6 ding két hgp tenofovir.

Tré em trén 13 twdi, cin ning dudi 40 kg 6 thé ding ché d§ licu
nhur nguroi 16m.

Tuong tic thude

Atazanavir chuyén héa chi yéu tai gan qua cytochrom P450,
isoenzym 3A4. Thudc irc ché CYP3A4, CYP2CS, UGTIAI vi
P-glycoprotein. Thuéc thuémg duge ding kém vGi ritonavir va
cobicistat la cac chit irc ché manh CYP3A4 dé tiing sinh kha dung.
Do dé, ding thudc déng théi véi céc thude chuyén hoa qua cic
isoenzym trén, cam (mg hodc ttc ché CYP3A4 sé lam thay doi nong
4% atazanavir trong méu, lam tang dgc tinh hodc mit tic dung cia
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thude, hodc ting dc tinh cia cic thudc ding déng thesi. Tuong tac
thudc cua amzlmai:rfnmnawr va alazani:,\rirfcobi cistat ¢6 thé khac
nhau. Lun cin kiem tra tuong tic thude truc khi bit dAu hoac
ngimg s dyng bat cr thuoe nao.

Thudc phy thude nhiéu vao hoat tinh cua céc isoenzym nén khéng
ding chung atazanavir nhu thudc loan nhip tim (amiodaron
quinidin, ﬂef;'aimd. 'pl'opafenon}. thuée loan thin {qucliapin:
pimozid), dan chat ergot (ergometrin, ergolamin), slatin
(simvastaliq, lovastatin), khang alpha 1 adrenergic (alfuzosin)
thude an than (triazolam, midazolam duimg udng), sildenafil (Iif‘n;
diéu trj tang ap phoi), fluticason va salmeterol duémg hit.

Thube lam gidm nong d9 cia atazanavir nhy thude e chi bom
proton (do héq thu caa atazanavir phy thuge pH), efavirenz va
nevirapin, thuoc cam ung isoenzym CYP3A4 (nfampicin, ¢o
St. John) khong nén dung cing véi atazanavir do 1am giam tac
dung cua thude, ting nguy co khing thude.

Qui lidu va cich xir tri

Tri¢u chimg: It ¢6 dir ligu vé qua liéu atazanavir cép tinh. Lidu don
1én t&i | 200 mg da duge sir dung trén tinh nguyén vién khoe manh
ma khong c6 ADR dang ké nao. Liéu cao atazanavir ¢6 thé gay
vang da do tdng bilirubin khong lién lim'p hoac co thé gy kéo dai
khoang PR trén dién tam dé.

Xir tri- Khéng cé}huﬁc giai dgc chon loc véi alazanavir, ciin nhic
diéu trj ho trg, két hop voi theo ddi diu hi¢u sinh tén, thé trang
ngudi bénh v dién tam db. Néu cin, co thé ding bién phip giy
ndn hodc nra da day dé logi bo atazanavir chua duge hip thu. Do
thube lién két nhiéu véi protein huyét wong va dirgc chuyén hoa
chi yéu tai gan, loc méu khéng ¢6 hiéu qua dé loai bo thude.

Cdp nhat lan cuéi: 2018.

ATENOLOL

Tén chung quoc té: Atenolol.

Mi ATC: CO7ABO3.

Loai thude: Thube ire ché thu thé giao cam chon lpc beta .

Dang thubc va ham lrgng

Vién nén: 25 mg, 50 mg, 100 mg.

Thudc tiém tinh mach: 5 mg/10 ml.

Dang phéi hop: Vién nén 50 mg atenolol va 12,5 mg clorthalidon;
50 mg atenolol va 25 mg clorthalidon; 100 mg atenolol va 25 mg
clorthalidon; 50 mg atenolol va 5 mg amlodipin.

Durge lye hoc

Atenolol 1a thube chen chon lge thy thé beta -adrenergic, [fhéllg
c6 hoat tinh giao cam ndi tai va dic tinh on dinh ming (¢ bao.
Ciing nhir céc thude phong bé chon loc thu thé beta,-adrenergic
khdc, liu thap atenolol ¢é tic dyung tre ché chon loc thy the beta -
adrenergic trén tim ma it tic dung trén mach vé co trom khi quan.
O liéu cao hon (trén 100 mg/ngiy), tdc dyng chon loc nay cia
atenolol sé gidm va thude sé phong bé canh tranh trén ca 2 thy thé
beta, va beta,.

Biing cach irc ché chon loc thy thé beta, trén tim, atenolol lam giam
ci tinh diéu nhip 13n tinh co bop cta té bao co tim. Téc dyng lam
gidm tinh diéu nhip & ndt xoang s& lam cham nhip xoang va ting
th&i gian héi phuc. Lidu cao, atenolol ¢6 thé giy ngimg xoang, dac
biét trén nhimg bénh nhén c6 bénh 1y vé nut xcang (nhu hdi chimg
niit xoang yéu). Atenolol ciing lam giam dén truyén mit nhi that.
Véi cic tac dyng trén, thube lam giam cung lrong tim va giam tiéu
thy oxy co tim.
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Duge djng hoc ) ) i :
Atenolol hip thu nhanh nhung khong hoan toan. Thude it chuuyén

héa buéc mét qua gan. Sinh kha dyng dudng uong khu.émg 50"/.,,.,
Néng d¢ toi da trong huyét nrong dat dugc _u:ongﬁvbug ur?2 -4 gig
sau khi ubng va trong vong 5 phit sau khi tiém tinh mach, -
Atenolol tan chi yéu trong nudc, rat it qua hang rdo mau - nio nén
it gay rdi loan giac ngd hon cic thuoe chen beta tan trong lipid
khic. Thé tich phan b 1a 0,7 livkg. Xap xi 6 - 16% atenolol lién
két v&i protein huyét wong. o -
Atenolol chi duge chuyén hoa mot lugng nhd & gan; dudi 10%
lidu ding dugc bai tiét 1a chit chuyén hoa. Khoang 40 - 50% liéu
ding dwoc bai tiét qua thin dudi dang khong thay doi. Nira doi
thai trir ciia thude tir 6 - 7 gitr dbi v&i ngudi lon ¢6 chire nang thn
binh thudng, c6 thé 16 16 - 27 gidr & bénh nhan c6 do thanh thii
creatinin 15 - 35 ml/phat/1,73m’ va téi hon 27 gio & bénh nhan c6
suy thin tién trién. Nira doi thai tnir cua thuoe trong huyét Yooy
khong thay ddi trén bénh nhan co suy gidm chire néng gan. Nia doi
ciia thudc & tré em ngdn hon (khoang 4.6 gid) va ngudi cao tudi ¢
nira ddi ciia thude dai hon. Thude co the duge loai trir ra khoi méu
bing thim phin mau.

Chi dinh

Tang huyét ap.

Dau thit ngue 6n dinh. ‘

Nhéi mau co tim: Quan 1y giai doan cap va dy phong dai han.
Loan nhip tim.

Ching chi dinh

Cham nhip xoang, bléc nhi - that 46 I1 va do I11.

Sde tim, suy tim mat b trir. _

Bénh u té bao wra crédm khong duge diéu tri.

Hen phé quéan nang, bénh phéi thc nghén man tinh nﬁng. ha‘huyéi
ap, nhip tim cham dang ké (< 50 nhip/phat truée khai dau dieu tri),
toan chuyén hoa, dau thit ngyc Prinzmetal, bénh mach mau ngoai
bién niing, hdi chimg suy nit xoang,

Sir dung déng thai voi thude chen kénh calci duong tinh mach
(verapamil hodc diltiazem) (ngoai trir & don vi hoi sirc tich cuc).
Phit phdi.

Thoi kv mang thai.

Man cam vdi thubc.

Théan trong

Suy tim: Atenolol chéng chi dinh déi véi cic truémg hop suy tim mat
bu, song co thé diing mot cach thin trong dbi voi suy tim con ba.
Céc thude chen beta co thé irc ché sy giéin co tron khi gquan gay
ra bdi cic catecholamin ndi sinh. vi thé khong duge ding trong
hen phé quin hay bénh phdi tic nghén. Tuy nhién, do chen chon
loc trén beta , nén atenolol duge ding than trong vdi nhimg bénh
nhﬁp co that k_hi phé quan khong dap tmg hojc khong dung nap véi
thudce ha huyét 4p khac.

Atenolol cé thé lam tang s6 lugng con va kéo dai con dau thit ngue
& bénh nhan dau that nguc Prinzmetal do tac dung co déng mach
vanh qua trung gian receptor a-adrenergic. Atenolol la mét thude
chgn beta, chon loc, vi vAy 6 thé can nhic sir dung mic di van cin
hét stre thdn trong.

Ngimg thude ddt ngét cé thé lam nang thém triéu chimg dau thét
ngye, thice diy nhéi mau co tim va loan nhip that trén nhimg bénh
nhian co bénh mach vanh hodc lam ning thém hoi chimg myén
gidp trén nhimg bénh nhan nhiém déc gidp. Vi véy, khi dang ding
atenolol, khong duoe ngimg thude dt ngét.

Nhimg bénh nhan c6 tién sir séc phan vé véi mot sb dj nguyén
co the tang nguy co bi di img véi cdc di nguyén nay trong khi
sir dung cac thude chen beta. Hon nira, sir dung thuéc chen beta



