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PHAN VAN BAN KHAC
BO Y TE

BOY TE CONG HOA XA HQI CHU NGHIA VIET NAM
Poc 1ap - Tw do - Hanh phic

S6: 4447/QD-BYT Ha Ngi, ngay 24 thang 11 nam 2011

‘ QUYET PINH
Vé viéc ban hanh Dugc thw quoc gia Viét Nam
lan xuat ban thi hai, tap I

BO TRUONG BOQ Y TE

Can ctr Luat Duoc nga‘ly 14/6/2005;

Cian ctr Nghi dinh s6 188/2007/ND-CP ngay 27/12/2007 cua Chinh phu quy
dinh chirc ning, nhiém vu, quyén han va co ciu to chirc cia BO Y té;

Xét dé nghi cua Chu tich Ho1 dong Duoc thu quoc gia Viét Nam va Cuc
trudng Cuc Quan 1y duoc,

QUYET PINH:

Piéu 1. Ban hanh kém theo Quyét dinh nay Duogc thu qudc gia Viét Nam lan
xuét ban thir hai, tap I (g01 tat 13: Duoc thu qudc gia Viét Nam 2, tap I).

Piéu 2. Duoc thu quoc gia Viét Nam la tai li€u chinh thirc cia BO Y té nham
cung cap cho cac thiy thudc va can bo y té nhimg hiéu biét dang vé thude va sir
dung thudc hop 1y, an toan va hiéu qua.

Piéu 3. Cac co sé kham bénh, chita bénh, co s¢ cap phat thude, co s& san xuét,
kinh doanh thubc phong bénh va chita bénh cho nguoi, cac vién nghién cuu y
dugc, cac truong dai hoc, trung hoc y dugc, cac thay thuoc can nghién ctru, nim
vitng ndi dung ctia Dugc thu qudc gia Viét Nam lan xuit ban tha hai, tap I dé ap
dung trong cong tac cham soc, bao v¢ va nang cao sutc khde nhan dan.

Picu 4. Quyét dinh nay c6 hiéu luc sau 45 ngay, ké tir ngay dang Cong bao.
Nhiing quy dinh trude day trai voi quy dinh ¢ Duge thu qudc gia Viét Nam lan
xuét ban thir hai, tap I déu bai bo.

Picu 5. Cac Ong/Ba: Chanh Vian phong B, Cuc truong Cuc Quan ly duoc,
Cuc truong Cuc Quan 1y kham chira bénh, Chanh Thanh tra BO Y té, Tong Cuc
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trudng cac téng cuc, Cuc truong cac Cuc, Vu trudng cac Vu thuoc Bo Y té, Giam
dbc bénh vién, Vién c6 giuvong bénh truc thudc Bo Y té Giam ddc So' Y té cac
tinh, thanh phé truc thudc Trung wong va Thi trudng y té cac Nganh, Hi¢u truong
cac truong Pai hoc Duoc, Y duoc, Giam ddc cac co sd san xuat, kinh doanh thude
chiu trach nhiém thi hanh Quyét dinh nay./.

BO TRUONG

Nguyén Thi Kim Tién
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DUQC THU QUOC GIA VIET NAM 2
TAP 1
ACARBOSE

Tén chung quoc té: Acarbose.

Ma ATC: A10B FOl.

Loai thudc: Thudc ha glucose mau - chéng dai thao dudng (e ché alpha -
glucosidase).

Dang thuoc va ham luwong

Vién 25 mg, 50 mg, 100 mg.

Duoe Iy va co ché tac dung

, Acarbose lé} mot tetrasacharid‘ co tdc dung lam ha glucose mau. Acarbose trc

ché co tinh chat canh tranh va héi phuc véi cac enzym alpha-amylase ¢ tuy va
enzym alpha-glucosidase ¢ t€ bao ban chai cua ru¢t dac biét la sucrase, lam cham
tiéu hoa va hap thu carbohydrat. K&t qua la glucose mau tang chdm hon sau khi én,
giam nguy co tang glucose mau sau an, va nong d¢ glucose mau ban ngay dao
dong it hon. Khi dung acarbose duy nhat dé di€u tri dai thao duong typ 2 cung ché
do an, acarbose lam giam noéng do trung binh cua hemoglobin glycosylat (vao
khoang 0,6 dén 1%). Giam hemoglobin glycosylat twong quan vo6i giam nguy co
bién chung vi mach & nguoi dai thao duong. Acarbose khong e ché lactase va
khong gay mat dung nap lactose.

Trai voi cac thude ha glucose mau nhom sulfonyluré, acarbose khong 1am ting
tiét insulin. Acarbose ciing khong gay giam glucose mau luc d6i khi dung don tri
liéu & nguoi. Vi co ché tac dung cua acarbose va ctua thube ha glucose mau thudc
nhém sulfonyluré, nhém biguanid khac nhau, ching c6 tdc dung cong hop khi
dung phdi hop. Tuy nhién, vi acarbose cht yéu 1am chdm hon 13 ngan can héap thu
glucose, thudc khong 1am mat nhiéu calo trong 1am sang va khong gy sut can ¢ ca
ngudi binh thudng va ngudi dai thio duong. Acarbose co thé thém vao dé giup cai
thién kiém soat glucose mau & ngudi bénh diéu tri it két qua bang cac lidu phap
thong thuong.

Duoc dong hoc

Hép thu: Sau khi udng, phan 16n acarbose luu lai trong éng tiéu hoa dé duoc
cac enzym ti€u hoa va chu yéu vi khuan chi ¢ rudt chuyén hoa dé acarbose phat
huy tac dung dugc ly. Dudi 2% liéu udng dugc hap thu dudi dang thudc co hoat
tinh; trong khi d6, khoang 35% liéu udng dwoc hdp thu cham dudi dang chét
chuyén hoa dugc tao thanh trong dudng tiéu hoa. Nong do dinh cua acarbose trong
huyét twong: Khoang 1 gid. Nong d6 dinh cac chat chuyén héa trong huyét tuong:
Tir 14 - 24 gio sau khi udng.



CONG BAO/S6 119 + 120/Ngay 26-01-2012 9

Chuyén hoa: Acarbose dugce chuyén hoa hoan toan ¢ dudng tiéu hoa, chu yé}l
do vi khuén chi duong rudt va mot luong it hon do enzym ti€u hoa. It nhat 13 chat
chuyén héa da dugc xac dinh.

Dao thai: Ntra doi dao thai acarbose hoat tinh trong huyet tuong khoang 2 gio,
nhu vay, khong c6 hién tuong tich lity thude khi uéng 3 1an mdi ngay.

Khoang 51% liéu udng dao thai qua phan dudi dang acarbose khong hap thu,
trong vong 96 gio. Khoang 34% heu udng dao thai qua than dudi dang cac chat
chuyen hoa hap thu. Du6i 2% liéu ubng dao thai qua nudc tiéu dudi dang acarbose
va chat chuyén hoa hoat dong.

Chi dinh

Don tri liéu: Nhu mot thude phu tro ché d6 in va tap luyén dé diéu tri dai thao
duong typ 2 (khong phu thudc insulin) & nguoi tang glucose mau (déc biét tang
glucose méu sau khi an) khong kiém soat dugc chi bang ché do an va tap luyén.

Thudc co thé phgl hop v6i cac nhom thuoc khac (sulfonyluré hodc biguanid
hoac insulin) véi ché d6 an va tap luyén dé dat dugc muc ti€u di€u tri dai thao
duong typ 2.

Chéng chi dinh

Qua man véi acarbose.

Viém nhiém duong rudt, dic biét két hop véi loét.

Do thudc c6 kha nang tao hoi trong rudt, khong nén dung cho nhimg ngudi dé
bi bénh 1y do tang 4p luc 6 bung (thoat vi).

Nhirng truong hop suy gan, tdng enzym gan.

Ngudi mang thai hodc dang cho con bu; ngudi dai thao duong typ 2 dudi 18 tudi.

Ha dudng huyét.

Dai thao duong nhiém toan thé ceton.

Than trong

Vi ¢6 nhiing truong hop tang enzym gan nén can theo ddi transaminase gan
trong qua trinh di€u tri bang acarbose.

G thé xay ra ha glucose mau khi dung acarbose dépg thoi voi mot thude
chong dai thao duc‘)’n’g sulfonyluré va/hoac insulin. Khi diéu tri ha glycose mé}l,
phai dung glucose udng (dextrose) ma khong dung sucrose (duong trang) vi hap
thu glucose khong bi trc ché boi acarbose.

Acarbose khong c6 tac dung khi dung don doc ¢ nhimg nguoi bénh dai thao
du’(‘)’ng’cc') bién 9h1’mg nhiém~toan, tang ceton hodac hon mé; hodac khi bi mdt stress
(nhu sot cao, chan thuong, phau thuat...), & nhiing truong hop nay, phai dung insulin.

Thoi ky mang thai

Chua xac dinh dugc d6 an toan ¢ nguoi mang thai. Nén dung insulin trong thoi
ky mang thai dé duy tri glucose mau cang gan binh thuong cang tdt.
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Tho1i ky cho con bu

Acarbose nén tranh dung trong thoi ky cho con bu.

Tac dung khong mong mudn (ADR)

Pa s6 cac tac dung khong mong mudn 1a vé ti€u héa nhu ia chay, dau bung,

day hoi, ting enzym gan, viém gan. D3 c6 bao cao vé tac dung phu gy phu, ban
do, vang da, ngura, may day.

Thuong gap, ADR > 1/100

Tiéu hoa: Déy bung, phan nat, ia chay, budn nén, bung trudng va dau.

It gép, 1/1000 < ADR < 1/100

Gan: Test chirc ning gan bat thuong.

Da: Ngtra, ngoai ban.

Hiém gdp, ADR < 1/1000

Gan: Vang da, viém gan

Huoéng din cach xir tri ADR

Tac dung khong mong mudn vé tiéu hoa co the glam khi van tiép tuc diéu tri
va chi can glam lugng duong an (duong mia). DPé glam thiéu cac tac dung phu vé

tiéu hoa, nén bat dau diéu tri bang liéu thap nhat va ting dan cho t6i khi dat duoc
két qua mong mudn.

Khong dung cac thude khang acid dé diéu tri cac tac dung phu vé tiéu hoa, do
thudc c6 thé it co hiéu qua diéu tri.

Tén thuong gan, kém vang da, ting aminotransferase huyét thanh thudng hét
sau khi ngimg thudc.

Liéu lwong va cach ding

Uong acarbose vao dau bita dn dé giam nong do glucose mau sau an. Liéu phai
do thay thudc diéu chinh cho phu hop tung truong hop, vi hiéu qua va dung nap
thay d01 tuy tung ngu’0’1 bénh. Vién thudc phai nhai cung v6i miéng an dau tién
hodc nudt ca vién cung vdi it nude ngay trude khi an.

Muc tiéu diéu tri 13 g1am glucose mau sau khi an va hemoglobin glycosylat Ve
mirc binh thudng hodc gan binh thudng. Trong qua trinh diéu tri ban dau va diéu
chinh heu phai dinh 1u:0’ng glucose mot gior sau khi an dé xac dinh sy dap tng dicu
tri va liéu téi thiéu co tac dung cua acarbose. Sau do, theo doi hemoglobm
glycosylat khoang 3 thang mot 1an (thoi gian song ciia hong cau) dé danh gia kiém
soat glucose mau dai han.

Liéu lwong:

Liéu ban dau thuong dung cho nguoi 16n: 25 mg/lan, 3 lan/ngay cung voi
miéng an dau tién cua mdi blra chinh. Nhung dé glam bot cac tri€u ching vé ti€u
hoéa, co the bat dau 25 mg ubng mot 1an moi ngay, roi ting dan lidu cho téi 25
mg/1an, udng 3 lan/ngdy, néu dung nap duoc.

Liéu duy tri: Khi dé dat duoc 11eu 25 mg/lan ngay uong 3 lan, thi ctr cach 4 - 8
tuan lai diéu chinh liéu, dya theo ndng d6 glucose huyét 1 gid sau bita dn va kha
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nang dung nap thudc. Lidu luong c6 thé tang tir 25 mg/lan ngay udng 3 1an cho téi
50 mg/lan ngay udng 3 lan. Liéu duy tri thudng dao dong tir 50 -100 mg/lan, ngay
ubng 3 1an.

Liéu tbi da: Néu can ning ngu’0’1 bénh la 60 kg hoac nhe hon: 50 mg/lan ngay
ubng 3 1an. Néu nguoi bénh co can  nang trén 60 kg: 100 mg/lan, ngay udng 3 lan.
C6 nguoi da dung t6i lidu 200 mg/1an, ngay udng 3 lan.

Vi ngudi c6 can ning thap co nguy co bi tdng transaminase huyet thanh, nén
chi nhimg nguoi bénh trén 60 kg moi nén dung lidu cao trén 50 mg/lan, ngdy udng
3 lan.

Khi glucose huyét sau an hoic hemoglobln glycosylat khong giam thém nira,
khi d3 dung liéu 200 mg/lan, ngay udng 3 lan, nén tinh dén giam liéu. Phai duy tri
lidu c6 hiéu qua va dung nap duoc.

Diéu chinh liéu trong suy than:

Cl, <25 ml/phut Nong d6 dinh trong huyét twong cao hon gap 5 1an, va AUC
rong gap 6 1an so voi ngudi co chire nang than binh thudng.

Creatinin huyét thanh > 2 mg/dl: Khong nén dung acarbose.
Twong tac thudce

Trong khi diéu tri bang acarbose, thic dn chira dudng sacharose (duong tring)
thuong gay kho chiu & bung hodc ¢o6 khi ia chay, vi carbohydrat tang Ién men & dai
trang.

Acarbose c6 thé can trd hap thu hoic chuyén hoa sit.

Vi co ché tac dung ctia acarbose va ctia cac thude chong dai thao du’ong nhém
sulfonylure hoac biguanid khac nhau, nén tac dyng cua ching dbi véi kiém soat
glucose mau c6 tinh chéat cong khi dung phdi hop.

Can tranh dung dong thoi vai cac thude khang acid, cholestyramln cac chat
hép phu & rudt va cac enzym tiéu hoa, vi co thé 1am giam tac dung cua acarbose.

Neomycin lam ting tac dung giam duong huyét cia acarbose.

Acarbose 1am giam tac dung cua digoxin do tc ché hap thu digoxin.

Qui liéu va xir tri

Khong glong nhu sulfonyluré hodc insulin, qua liéu acarbose khong gay ha
glucose huyet Qua liéu acarbose c6 thé giy tiang trudng bung, ia chay, dau bung,
nhu’ng cac triéu ching thuong hét nhanh chong. Trong truong hop qua liéu, khong
nén cho nguoi bénh dung dd udng hodc thic an chira nhiéu carbohydrat
(polysacharid, oligosacharid, va disacharid) trong 4 - 6 gio.

P on dinh va biao quén

Bao quan thudc dudi 25 °C, tranh 4m mdc.

Théng tin quy ché

Acarbose c6 trong Danh muc thude thiét yéu Viét Nam ban hanh 1an tha V,

nam 2005 va Danh muyc thudc chira bénh chu yéu st dung tai cac co s& kham chira
bénh do B0 Y té ban hanh, nam 2008.
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ACETAZOLAMID

Tén chung quoc té: Acetazolamide.

Ma ATC: SO1E COl.

Loai thudc: Thudc chdng glocom.

Dang thudc va ham lwong

Thudc tiém acetazolamid natri 500 mg/5 ml;

Vién nén acetazolamid 125 mg, 250 mg.

Duoc Iy va co ché tac dung

Acetazolamid 1a chat e ché khong canh tranh, c6 phuc hdi enzym carbonic
anhydrase. Uc ché enzym nay lam giam tao thanh ion hydrogen va bicarbonat tur
carbon dioxyd va nudc, lam giam kha nang san c6 nhimng ion nay dung cho qua
trinh van chuyen tich cuc vao cac dich tiét. Acetazolamid lam ha nhin éap bang
cach lam giam san xuét thuy dich toi 50 - 60%. Co ché chua dugc hoan toan biét
r0 nhung c6 1€ lién quan dén gidam nong do ion bicarbonat trong cac dich ¢ mat.
Tac dung trén mat ctia acetazolamid doc lap véi tdc dung loi ti€u va van duogc duy
tri khi xuat hi¢n toan chuyén hoa.

Tac dung diéu tri dong kinh vé mit ly thuyét duoc cho réng do toan chuyén
hoéa mang lai. Tuy nhién, tdc dung truc ti€p ctia acetazolamid lén enzym carbonic
anhydrase trong nao c6 thé dan dén lam tang 4p luc CO,, gidm dan truyén noron
than kinh va co ché giai phong adrenalin c6 thé c6 lién quan dén tac dung nay.

Trudc day acetazolamid duoc dung 1am thudce loi niéu do ting cudng thai trir
ion bicarbonat va cac cation, chu yéu la natri va kali. Tuy nhién, tac dung lgi ti€u
yéu hon cac thiazid va khi st dung thuoc lién tuc, hi¢u luc bi gidm dan do toan
chuyén héa nén phan 16n da duoc thay thé bang céc thudc khac nhu thiazid hoac
furosemid.

Duoc dong hoc

Acetazolamid duoc hip thu nhanh va hoan toan qua dudng tiéu hoa, dat ndng
do dinh 12 - 27 microgam/ml trong mau sau khi uéng liéu 500 mg dang vién nén.
Ntra do1 trong huyét twong khoang 3 - 6 gio. Thuoc lién két manh véi enzym
carbonic anhydrase va dat nong d¢ cao & md c6 chira enzym nay, dic biét trong
hong cau, vo than. Lién két vé1 protein huyét tuong cao, khoang 95%. Thudce dugce
tim thay trong thuy dich cua mat va trong sita me. Thu6e dao thai qua than dudi
dang khong d6i. Sau khi ung hodc tiém tinh mach, 70 - 100% (trung binh 90 lidu
dung duoc thai trir qua nudc tiéu trong vong 24 gid; sau khi udng vién nang giai
phong kéo dai, 47% thai trir trong vong 24 gio.

Thoi gian bat dau co tac dung, thoi gian dat nong do dinh trong huyét twong va
khoang thoi gian c6 tac dung lam gidm nhdn 4p sau khi udng lieu don
acetazolamid nhu sau:
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Dane thube Thoi gian bit diu | Thoi gian dat | Khoang thoi gian
ang co tac dung (gio) dinh (gio) co tac dung (gio)

Vién nén 1 1-4 8-12
Vién nang tac dung 2 3-6 18 -24
kéo dai
Tiém bap Chua biét Chua biét Chua biét
Tiém tinh mach 2 phat 0,25 4-5

Chi dinh

Glocom géc m(i)r (khong sung huyNé't, don thuan man tinh) dif‘t:u trj ngn ngéy
cung cac thudc co dong tir trude khi phau thuat; glocom géc dong cépq(g()c hep, tac);
glocom tré em hodc glocdm thir phat do duc thuy tinh thé hodc tiéu thé thuy tinh.

Két hop VQi cac thube khac dé diéu tri dong kinh con nho chu yéu véi tré em
va nguoi tré tudi.

Diéu tri phu thir cAp do suy tim sung huyét hoic do dung thudc.

Phong va lam thuyén giam cac triéu chimg (dau dau, mét moi, mat ngi, budn
non, lo mo) di keém véi chung say nui.

Chong chi dinh

Nhiém acid do than, ting clor mau vo cin.

Bénh Addison.

Suy gan, suy than nang, xo gan

Giam kali huyét, giam natri huyét, mit can bang dién giai khéc.

Qua man voi cac sulfonamid.

Qiéu tri dai ngay glocom goc dong man tinh hodc sung huyét (vi acetazolamid
c6 thé che lap hién tugng dinh goc do giam nhan ap).

Than trong

Bénh tic nghén phdi, tran khi phdi. Ngudi bénh dé bi nhiém acid chuyén hoa,
hoac dai thao duong.

Nguoi cao tudi.

Céc cong viéc can tinh tdo vé than kinh nhu van hanh may moc tau xe c6 thé
bi anh huodng.

Bénh nhan can duoc khuyén cdo phai thong bé}o ngay cho bac sy khi c6 bat ky
hién tugng phat ban nao trén da khi dang dung thuoc.

Theo ddi cong thirc mau va can bang dién giai khi dung thudc trong thoi
gian dai.
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Thoi ky mang thai

Thudc loi tiéu thiazid va dan chét co thé di qua hang rao nhau thai, gay rdi loan
dién gidi doi véi thai nhi. Mot vai truong hop gay gidm ti€u cau so sinh. Vi vy,
acetazolamid khong duogc st dung cho ngudi mang thai.

Thoi ky cho con bu

Vi acetazolamid bai tiét vao sira me va c6 thé gay phan tng c6 hai cho tré, nén
can nhac ngung cho con bu trong thoi gian me dung acetazolamid hodc khong
dung thuoc nay trong thoi gian cho con bu, tuy theo tam quan trong ctia thuoc doi
vO1 ngudi me.

T4c dung khéng mong mudn (ADR)

- Tiém bip gay dau do pH kiépi ctia dung dich tiém, c6 thé gay thoat mach, dan
dén loét nang phai xir Iy bang phau thuat dé tranh khuyét tat da.

Thuong gap, ADR > 1/100

Toan than: Mét méi, hoa mét, chan an.

Tiéu hoa: Thay dbi vi gic.

Chuyén hoa: Nhiém acid chuyén hoéa.

It gép, 1/100 > ADR >1/1000

Toan than: Sbt, ngta.

Than kinh: Di cam, tram cam.

Tiéu hoa: Budn ndn, non.

Chuyén héa: Bai tiét acid uric trong nudc tiéu giam, bénh git c6 thé ning 1én;
giam kali mau tam thoi.

Tiét niéu - sinh duc: Dai ra tinh thé, soi than, gidm tinh duc.

Hiém gdp, ADR < 1/1000

Méu: Thiéu mau khong tai tao, gidm tiéu cau, giam bach cau hat, loan tao mau.

Da: Ngoai ban, hoai tuo biéu bi, héng ban da dang, hoi ching Stevens -
Johnson, ram 16ng.

Mit: Can thi.

Hudéng din cach xir tri ADR

Hau hét cac phan tmg c6 hai déu lién quan dén liéu dung va co thé giam bang
cach giam liéu hoic ngung thudc. Tac dung khong mong mudn hiém gip nhung

nguy hiém, co6 thé gay chét do loan tao mau, dac biét la suy tuy thiéu mau khong
tai tao. Khi diéu tri dai ngay can kiém tra cong thirc mau.

Nhiém acid chuyén hoa ning thuong gap ¢ nguoi gia, nguoi suy than, ngudi bi
bénh ph01 tic nghén hodc tran khi phdi. Can kiém tra can bang dién giai trudc va
trong diéu tri. Piéu tri nhiém acid chuyén hoa bang natri bicarbonat hodc kali
carbonat.
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Khi tiém bép xay ra thoat mach, tiém 1 - 2 ml dung dich natri citrat 3,8% dudi
da gan vung bi thoat mach dé trung hoa tinh kiém.

Liéu lwong va cach ding

Uodng thudc cung thirc dn dé gidm cac kich img duong ti€u hoa, vién nén co thé
duoc bé hodc nghién trong sird sdcola hodc dau dé che dau vi dang cua thudc.

Bot pha tiém dugc pha voi it nhat 5 ml nuoc ’cét pha tiém dé duoc dung dich
c6 nong do t61 da 100 mg/ml, téc d6 tiém truyén toi da 500 mg/phut. Chi yéu tiém
tinh mach vi tiém bap gay dau do pH kiém.

Glocom goc mo:

Ngueoi lon:

Lan dau tién udng 250 mg/lér}, ngay ubng tir 1 - 4 1an. Liéu duy tri tuy theo
dap ung cua ngudi bénh, thuong li€u thap hon 1a du.

Khi khong udng dugc, tiém tuong duong voéi lidu ubng duge khuyén cio.

Tre em:

Ubng 8 - 30 mg/kg/ngay hodc 300 - 900 mg/m” dién tich bé mit co thé/ngay,
chia lam 3 lan.

Khi bi glocom cép, tiém tinh mach 5 - 10 mg/kg mdi 6 gio.

Glécom thir phdt va trede phau thudt glécom goc dong thir phat 6 ngueoi 1om

Ubng hodc tiém tinh mach 250 mg/lan, 4 gio/lan.

C6 thé dung liéu phap ngan ngay 250 mg/lan, 2 lan/ngay.

~ Mot s6 truong hop glocom cap, liéu don khéi dau 500 mg, sau d6 duy tri bang
liéu 125 - 250 mg/lan, 4 gio/lan.

Co gidt (dong kinh):

Ngueoi lon:

. Ubng hogc tiém tinh mach 8 - 30 mg/kg/ngay chia lam qhiéu lan, ¢6 thé to1 4
lan/ngay, li€u t61 wu tor 375 mg dén 1000 mg/ngay, cd thé thap hon & mdt s6 bénh
nhan.

Khi acetazolamid dung dong thoi voi cac thudc chéng dong kinh khéc, liu
ban dau 250 mg/ngay, sau do tang dan.

Tre em:

Gidng liéu nguoi 16n. Tong lidu khong vuot qua 750 mg.

Cha y: Viée dung thém loai thqéc nao hoic nging thudc hodc thay thé thudc
chong dong kinh nay bang thudc chong dong kinh khéac phai dugce thyuc hién tur tur.

Phi thit phdt do suy tim sung huyét hodc do thudc:

Nguwoi lon:

Liéu khoi c;i?lu thong thuong: Udng hodc tiém tinh mach 250 - 375 mg/ngay (5
mg/kg) vao budi sang.
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Tré em:

q Ubng hogc tiém tinh mach 5 mg/kg/ngay hoac 150 mg/m’ dién tich bé mat co
thé vao buoi sang.

Chu y: Tang lidu khong lam ting tac dung loi tiéu ma lam ting tac dung phu
nhu mét moéi hoac di cam.

Néu ban d?}u c6 dap ung giam phu nhung sau do mat dap ung, can nging
thudc 1 ngay d€ than phuc hoi. Nén dung thudce cach quéng (cach nhat hodc dung
thudc 2 ngay, nghi 1 ngay).

Chung say nui

Ubng 500 - 1 000 mg/ngay chia nhiéu liéu nho, 24 - 48 gio trudc va trong qua
trinh leo nui. Khi da gat gén dd cao, sau 48 gio, ti€p tuc uong thuoc, co6 thé uong
duy tri khi & d0 cao d¢€ kiém soat triéu chung.

Ubng 125 mg trudce khi di ngt dé phong rdi loan gidc ngu do do cao.

Liét chu ky (do ha kali trong bénh Westphal)

Ubng 250 mg/lan, 2 - 3 lan/ngdy. Mot sb truong hop c6 thé ting dén 1 500
mg/ngay.

Voi bénh nhdn suy than (ca nguoi lon va tré em):

Cl,:: 10 - 50 ml/phut: Dung thudc mdi 12 gid.

Cl.; < 10 ml/phtt: Tranh st dung.

Twong tac thudce

St dung dong thoi acetazolamid vé&i cac thudc loi tiéu, corticosteroid
(glucocorticoid, mineralocorticoid), corticotrophin va amphotericin B lam tang thai
tru kali, ttir do c6 thé gay ha kali huyét nang.

Tac dung diéu tri va/hodc tic dung khong mong I,nu(‘)n,cﬁa amphetamin, chat
khémgqtiét acetyl cholin, mecamylamin, quinidin, thudc chong tram cam ba vong
c6 thé tang lén hodc kéo dai khi sur dung dong thoi véi acetazolamid do
acetazolamid gay kiém hoa nude tiéu lam giam thai trir cac thudc trén. Nguoc lai,

nuéc tiéu kiém 1am tang tbc do thai trir cac acid yéu (phenobarbital va salicylat)
1am hiéu qué cac thudc nay giam di.

Methenamin va cac hop chat nhu methenamin hippurat va mandelat cAn nudc
tiéu acid deé co tac dung nén c6 thé bi mat hoat tinh khi dung cuing véi acetazolamid.

Acetazolamid 1am ting thai trir lithi nén can theo ddi dap ung khi str dung
phoi hop.

Toan chuyén hoa gy ra ting tinh thAm vao mé tir d6 ting doc tinh salicylat
con salicylat lai lam giam bai ti€t acetazolamid nén doc tinh quan sat dugc trén cac
bénh nhan c6 thé tir acetazolamid hodc tur salicylat hodc ca hai.

bap tng ha duong huyét ctia insulin va cac thudc chong dai thao duong dung
duong udng c6 thé bi giam khi str dung ddng thoi acetazolamid.
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Cac barbiturat, carbamazepin, phenytoin, pirimidon dung cung voi acetazolamid
c6 thé gay loang xuong.

Dung dong thoi glycosid digitalis voi acetazolamid lam tang dgc tinh cua
digitalis do ha kali huyét, c6 thé gay tir vong do loan nhip tim.

P on dinh va biao quan

Bdo quan vién nén va bdt acetazolamid natri ti¢t trung ¢ 15 - 30°C.

Sau khi pha thanh dung dich, dung dich thudc tiém van (K)n, dinh trong vong 3
ngay néu bao quan ¢ nhiét d6 2 - 8°C va 6n dinh trong 12 gio néu bao quan ¢ nhiét
do 15 - 30°C. Tuy nhién, vi thudc khong c6 chat bdo quan, nén phai sir dung trong
vong 24 gio.

Dung dich acetazolamid natri trong glucose 5% va trong natri clorid 0,9% bén
vitng trong 5 ngay & 25°C, bi giam hoat luc duéi 7,2%. O 5°C mirc giépl hoat luc
dudi 6% sau khi bao quan 44 ngay. pH cia dung dich gidm nhe c6 thé do su tao
thanh acid acetic khi acetazolamid bi phan huy & -10°C, ca 2 dung dich bi giam
hoat lyc dudi 3% sau khi bao quan 44 ngay. Ra dong dudi voi nude va trong 10 vi
song cho két qua tuong tu nhau.

Hon dich ubng chtra acetazolamid 25 mg/ml dugc pha tir vién nén voi su hd
tro cua sorbitol 7,0% on dinh it nhat 79 ngay & 5°C,~22"C va 30°C. Dung dich tao
thanh dugc khuyén cao bao quan trong lo thuy tinh sam mau ¢ pH 4 - 5.

Théng tin quy ché

Acetazolamid c6 trong Danh muc thudc thiét yéu Viét Nam ban hanh 1an tht V,

nam 2005 va ngh muc thude chira bénh chu yéu st dung tai cac co s¢ kham chira
bénh do B0 Y té ban hanh, nam 2008.
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ACICLOVIR

Tén chung quoc té: Aciclovir (hodc Acyclovir).

Ma ATC: D06B B03, JOSA BO1, SO1A D03.

Loai thudc: Thudc chdng virus.

Dang thudc va ham lwong

Vién nén 200 mg, 400 mg, 800 mg;

Nang 200 mg;

Bot pha tiém 1 g, 500 mg, 250 mg dudi dang mudi natri;

Hon dich uéng: Lo 200 mg/5 ml, 5 g/125 ml, 4 g/50 ml;

Thudc m& dung ngoai 5%, typ 3 g, 15 g;

Thudc md tra mat 3%, typ 4,5 g;

Kem dung ngoai 5%, typ 2 g, 10 g.

Duogc Iy va co ché tac dung

Aciclovir (acycloguanosin) la mét purin nucleosid téng hop, c6 tac dung chéng
virus Herpes simplex va Varicella zoster. D& c6 tac dung, aciclovir phai dugc
phosphoryl hoa thanh dang c6 hoat tinh la aciclovir triphosphat. Dau tién, aciclovir
duogc chuyén thanh aciclovir monophosphat nhd enzym cua virus la thymidin
kinase, sau do chuyén ti€p thanh aciclovir diphosphat nh¢ enzym cua té bao 1a
guanylat kinase va cudi cung thanh aciclovir triphosphat boi mot s6 enzym khac
cua t€ bao (nhu phosphoglycerat kinase, pyruyat kinase, phosphoenolpyruvat
carboxykinase) Aciclovir triphosphat trc ché su tong hop ADN va sy nhéan Ién cua
virus bang cach tc ché enzym ADN polymerase cling nhu sy gin két vao ADN
cua virus, ma khong anh huong gi dén chuyén hoa cua té bao binh thuong. Trong
té bao khong nhiém virus Herpes, in vitro, aciclovir chi duge cac enzym té bao
(vt chu) phosphoryl héa voi lugng t91 thleq Aciclovir ciing duoc chuyep d6i
thanh agiclovir triphosphat bang mot s6 co ché khac vi thudc cé tac dung doéi vai
mdt sO virus khong c6 thymidin kinase (thi du virus Epstein-Barr,
Cytomegalovirus). Cac nghién ctu in vitro cho thay aciclovir triphosphat duoc san

Xuét ra ¢ néong do thip thong qua cac enzym phosphoryl hoa chwa duoc xac dinh
ctia t& bao bi nhiém Epstein-Barr va Cytomegalovirus.

Hoat tinh khang virus Epstein-Barr cta acyclovir c6 thé do ADN polymerase
cua virus tang nhay cam bi Uc ché v6i nong do thap cua aciclovir triphosphat
(duogc tao ra do enzym te bao phosphoryl hoa). Hoat tinh khang Cytomegalovirus &
nguoi co thé do trc ché tong hop polypeptid dic hiéu cta virus; (e ché nay doi hoi
nong do cao aciclovir hodc aciclovir triphosphat in vitro.

Co ché tac dung chéng lai cac virus nhay cam khac nhu Epstein-Barr va
Cytomegalovirus van chua dugc 18, can nghién ctru thém.
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Tac dung cta aciclovir manh nhat trén virus Herpes simplex typ 1 (HSV-1) va
keém hon & virus Herpes simplex typ 2 (HSV-2), virus Varicella zoster (VZV), tac
dung yéu nhét trén Epstein Barr va Cytomegalovirus (CMV). Aciclovir khong co6
tac dung chéng lai cac virus tlem an nhung c6 mot vai bang ching cho thiy thudc
trc ché virus Herpes simplex tiém an & giai doan dau tai hoat dong.

Khang thudc: In vitro va in vivo, virus Herpes simplex khang aciclovir tang
1én, do xuat hién thé dot bién thiéu hut thymidin kinase cua virus, 1a enzym can
thiét dé aciclovir chuyén thanh dang c6 hoat tinh. Ciing c¢6 co ché khang thudc
khac 1a do su thay doi dic tinh ciia thymidin kinase hay giam nhay cam véi ADN
polymerase cua virus. Khang aciclovir do thiéu hut thymidin kinase ¢ thé gay
khang chéo véi cac thude khang virus khac ciing duoc phosphoryl héa béi enzym
nay, nhu brivudin, idoxuridin va ganciclovir.

Virus khang thudc tré thanh mot van dé ddi véi nguoi bénh suy giam mién
dich. Pic biét nguoi bénh AIDS hay bi nhiém virus Herpes simplex & da niém mac
khéng aciclovir.

Duoc dong hoc

Aciclovir hip thu kém qua dudng udng. Sinh kha dung duong udng khoang 10 -
20%. Thuc an khong 1am anh hudng dén hap thu cta thude. Aciclovir phan bd rong
trong dich co thé va cac co quan nhu: Néo, than, phoi, rudt, gan, lach, co, tir cung,
niém mac va dich &m dao, nudc mat, thiy dich, tinh dich, dich ndo tuy. Sau khi tiém
tinh mach dang mudi natri cta aciclovir, ndng do thudc trong dich néo tuy dat dugc
khoang 50% nong do thude trong huyét tuong. Lién két v4i protein thap (9 - 33%).
Thoi gian dat ndng d6 dinh trong huyét thanh sau khi udng tir 1,5 - 2 gio.

O nguoi bénh chirc ning than binh thudng, nira doi thai trir khoang 2 - 3 gio; &
nguoi bénh suy than man tri $6 nay tang va co thé dat t&i 19,5 gi0 ¢ bénh nhan vo
niéu. Trong thoi gian thim phan mau, nira doi thai trir giam xudng con 5,7 gio va
khoang 60% liéu aciclovir dugc ddo thai trong qué trinh tham phan.

Probenecid lam tang nira do1 va AUC cua aciclovir.

Aciclovir qua dugc hang rao nhau thai va phan bd duoc vao sita me v6i nong
d6 gap 3 lan trong huyét thanh me. Thubc ciing dugc chuyén héa mot phan qua
gan thanh

9-carboxymethoxymethylguanin (CMMG) va mot lugng nhé 8-hydroxy-9-(2-
hydroxyethoxymethyl)guanin.

Aciclovir dugc thai trir chu yéu qua nude tiéu dudi dang khong ddi qua loc cau
than va bai tiét 6ng than. Khoang 2% tong liéu thai trir qua phan. Phan 16n liéu tinh
mach don dugc thai trir qua nudc tiéu dudi dang khong doi trong vong 24 gid. O
ngudi 16n c6 chiic nang than binh thuong, khoang 30 - 90% liéu tinh mach don
thai trir qua nudc tiéu dudi dang khong d6i trong vong 72 gid, xap xi 8 - 14% va
dudi 0,2% thai trir qua nudc tiéu & dang CMMG va 8-hydroxy-9-(2-hydroxy-
ethoxymethyl) guanin (twong mg). Aciclovir dugc thai khi tham phan mau.
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Acicloﬁvir thuong dugc hép thu rat it khi bdi trén da lanh, r}hung co thé tang 1én
khi thay doi cong thirc jbéo ché. Aciclovir dung dudi dang th1,160 mo tra mat 3% dat
duoc n{)ng dd tuong doi cao trong thuy dich nhung lugng hap thu vao mau khong
dang ke.

Chi dinh

Diéu tri nhiém virus Herpes simplex (typ 1 va 2) 1an dau va tai phat ¢ niém
mac - da (viém miéng - lgi, viém b phan sinh duc), viém nao - mang nao, & mat
(viém giac mac).

Du phong nhiém HSV & piém mac - da bi tai phat it nhé‘E 6 lﬁn/ném,,ér mit
(viém giac mac tai phat sau 2 lan/nam) hodc truong hop phai phau thuat ¢ mat.

Nhiém virus Varicella Zoster:

Zona, dy phong bién chiing mét do zona mit.

Thuy dau & ngudi mang thai: Bénh xuit hién 8 - 10 ngdy trude khi dé.

Thuy dau so sinh.

So sinh trudc khi phat bénh: Khi me bi thuy dau 5 ngay trudc va 2 ngay sau
khi dé.

Thuy dau ning & tré dudi 1 tudi.

Thuy dau c6 bién chimg, dic biét viém phdi do thuy dau.

Chong chi dinh

Chdng chi dinh dung aciclovir cho ngudi bénh man cam véi thude.

Than trong

Than trong v6i ngudi suy than, licu ding phai dicu chinh theo do thanh thai
creatinin. Tiém truyén tinh mach cham, voi thoi gian trén 1 gio dé trér}h két tha
aciclovir trong than. Tranh ti€ém nhanh hoéc‘ tiém v&i mot lu’Qﬂg l6m. Can cho du
nudc. Nguy co suy than tang 1én, néu dung dong thoi voi cac thudc ddc véi than.

‘ Diéu trj tiém truyén tinh mach liéq cao co théi gay tang cregtinin huyét thanh c6
hf)i phuc, dac biét vd1 nguol bénh mat nudc, dé lam tang két tua aciclovir trong
ong than.

Tiém tinh mach aciclovir‘ co thé gay cac biéu hién })énh nao. Phai than trong
khi, tiém cho nguoi ¢6 bénh veé hé than kinh, gan, than, r6i loan dién gié‘i, trang thai
thiéu oxygen. Phai than trong khi dung cho nguoi da ¢6 phan tmg than kinh khi
dung cac thudéc doc cho t€ bao hoac da tiém methotrexat vao Ong tiy hodc
interferon.

Thoi ky mang thai

Chi nén dung aciclovir cho ngudi mang thai khi lgi ich di€u tr1 hon han rui ro
c6 thé xay ra véi bao thai.
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Thoi ky cho con bu

Aciclovir dugc bai tiét qua stra me khi dung duong udng, tuy nhién chua co
ghi nhén vé tac dung co hai cho tr¢ bi me khi nguoi me dang dung aciclovir. Nén
than trong khi dung thuoc dé1 véi ngudi cho con b.

Tac dung khéng mong mudn (ADR)

Céc ADR thuong hiém gip sau khi udng hodc tiém tinh mach aciclovir.

It gép, 1/1 000 < ADR < 1/100

Tai chd tiém: Thudong do thude tiém ra ngoai tinh mach, gay viém va hoai tir mo.

Hiém gap, ADR < 1/1 000

’ Tiéu hoa: Budn non, non, ia chay, dau bung, chén an, roi loan tiéu hoa (khi
udng hodc tiém tinh mach).

Huyet hoc: Thiéu mau, giam bach cau, viém hach bach huyét, giam tiéu cau.
Ban xuét huyét giam tiéu cau, hoi chimg tan huyet ting uré mau, doi khi dan dén
tr vong d3 ting xdy ra & bénh nhan suy giam mién dich dung liéu cao aciclovir.

Than kinh trung wong: Dau dau, chong mat, hanh vi kich dong. It gip 1a cac
phan rng than kinh hodc tam than (ngu lim, run, lan, a0 giac, con dong kinh).

Da: Phat ban, ngtra, may day.

Cac phan Ung khac: Sc*)t,q dau, test gan tang, viém gan, vang da, dau co, phu
mach, rung toc. Thuoc co thé két tia & ong than khi ti€ém tinh mach, dan dén suy
than cap.

Hudéng din cach xir tri ADR

Cac ADR thu’ong hiém xay ra va nhe, tu hét. Néu cac triéu ching nang (It 1an,

hén mé & nguoi suy thén), phai ngung thudc ngay. Dién bién thuong tét sau khi
ngimg thudc, it khi phai thAm phan mau.

Liéu lwong va cach ding

Diéu tri bang aciclovir phai dugc bit dau cang som cang tét khi co dau hiéu va
tri¢u chung cta bénh.

Uéng: Liéu udng thay ddi tuy theo chi dinh:

Diéu tri nh1em Herpes simplex tién phat bao gdm ca Herpes sinh duc: Liéu
thong thudng udng 200 mg/lan ngdy udng 5 lan, cach nhau 4 gio. Udng trong 5 -
10 ngay.

Néu suy giam mién dich ning hodc hip thu kém: 400 mg/lan ngay 5 lan, ding
trong 5 ngay.

Loai bo tai phat ¢ nguoi c6 kha nang mién dich (it nhat ¢ 6 lan tai phat/nim):

Ubng 800 mg/ngay chia 1am 2 hoic 4 1an. Li¢u phap diéu tri phai ngimg sau 6 - 12
thang dé danh gia két qua.

Néu tai phat thua (< 6 lan/nam) nén chi diéu tri dot tai phat: 200 mg/lan ngay
udng 5 1an, udng trong 5 ngdy. Bit dau udng khi co triéu chtng tién trién.
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_ Dy phong HSV ¢ nguoi suy giam mién dich: 200 - 400 mg/lan, udng 4 lan
moi ngay.

Nhiém HSV & mat:

Piéu tri viém gidc mac: 400 mg/1an ngay udng 5 1an, udng trong 10 ngay.

Du phong tai phat, viém giac mac: (sau 3 lan tai phat/nam): 800 mg/ngay chia
lam 2 lan. Panh gid lai sau 6 - 12 thang diéu tri.

Truong hop phai phau thuat méit: 800 mg/ngay, chia 1am 2 1an.

Thity dau: 800 mg/lan, 4 hodc 5 1an/ngay. Ubng trong 5 - 7 ngay.

Zona: Ngudi 16n, 800 mg/lan, 5 1an/ngdy, udng trong 5 - 10 ngay.

Tré em: 2 tudi hodc trén 2 tudi: Liéu nhu nguoi 16n. Duéi 2 tudi: dung ¥ lidu
nguoi lon.

Thity dau: Trén 2 tudi: 20 mg/kg, toi da 800 mg/lan, udng 4 lan/ngay. Udng
trong 5 ngay.

Hoic dudi 2 tudi: 200 mg/lan, 4 1an mdi ngay.

2 - 5 tudi: 400 mg/lan, 4 lan/ngay.

6 tudi va trén 6 tudi: 800 mg/lan, 4 1an mdi ngay.

Tiém truyén tinh mach: Du6i dang natri trong 1 gio.

Liéu duogc tinh theo dang base. 1,1 g aciclovir natri tuong duong khoang 1 g
aciclovir. Dung dich dé truyén thuong dugc pha dé c6 nong dé khoang 5 mg/ml
(0,5%).

O nguoi béo phi, lidu phai tinh theo can ning 1y tudng dé tranh qua lidu.

Nguoi lon:

Nhiém HSV ¢ nguoi suy giam mién dich, herpes sinh duc khoi dau ning hoac
du phong nhiém HSV ¢ nguoi suy giam mién dich: 5 mg/kg/lan, cach 8 gio/lan,
Diéu tri tur 5 - 7 ngay.

Viém ndo do HSV: 10 mg/kg/lan, cach 8 gid/lan. Piéu tri trong 10 ngay.

Nhiém VZV: q nguoi co kha nang mién dich: 5 r{lg/kg/lﬁn, cach 8 gio/lan; O
nguoi suy giam mién dich: 10 mg/kg/lan, cach 8 gio/lan; O phu nir mang thai: 15
mg/kg/lan, cach 8 gio/lan.

Tre em:

3 thang - 12 tudi: Liéu thuong tinh theo dién tich co thé. Mot liéu trinh thudng
kéo dai tir 5 - 10 ngay.

Nhiém HSV (trir viém nfio - mang ndo) va VZV & ngudi c6 kha ning mién
dich: 250 mg/m’, cach 8 gio/lan (khoang 10 mg/kg/1an, cach 8 gio/lan).

Viém ndo - mang ndo HSV hodc nhiém VZV ning & tré suy giam mién dich:
500 mg/m?, cach 8 gio/lan (khoang 20 mg/kg/1an, cach 8 gid/lan).
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Tré so sinh cho t6i 3 thang tudi:

Nhiém HSV: 10 mg/kg/lan cach 8 giovlan. Piéu tri 7 - 10 ngay.

7 Nhiém HSV lan toa: 20 mg/kg/1an, cach 8 gio/lan, cho trong 14 ngay. Néu co
ton thuong than kinh, kéo dai té1 21 ngay.

Nhiém VZV: 20 mg/kg/lan, cach 8 gio/lan. Piéu tri it nhat 7 ngay.

Thuéc mé aciclovir:

Diéu tri nhiém Herpes simplex mdi va sinh duc khdi phat va tai phat. Can dicu
tri cang sém cang tot. Nhiém & mi¢ng hor«;lc am daq, can thiét phai dung diéu tri
toan than (uong). V&i Herpes zoster cling can phai di€u tri toan than.

Céch dung thuéc md: Boi 1én vi tri ton thuong cach 4 gio mot lan (5 dén 6 lan
mdi ngdy) trong 5 dén 7 ngay, bit dau ngay tir khi xut hién triéu ching.

‘ Thudc md tra mat: Ngay boi 5 1an (tiép tuc it nhat 3 ngay sau khi da dung lidu
dicu tri).

Voi ngwoi bénh suy thin:
Udng: Liu va s 1an udng phai thay doi tiiy theo murc d6 ton thuong than.
Diéu chinh liéu udng & ngudi suy than:

Liéu thong thuong creDaEirtllilliu(lrlrlllt/l;llllﬁ ) Liéu diéu chinh
200 mg, cach nhau 4 >10 Khong can diéu chinh
gio/lan, 5 lan/ngay 0-10 200 me, cich nhau 12 gid
400 mg, cach nhau 12 >10 Khéng can diéu chinh
gio/lan 0-10 200 mg, cach nhau 12 gid
800 mg, cach nhau 4 > 25 Khong can diéu chinh liéu
gio/lan, 5 lan/ngay 10 - 25 800 mg, cach nhau 8 giv/lan
0-10 800 mg, cach nhau 12 gio/lan

Tham phan mau: B6 sung 1 liéu ngay sau moéi lan tham phan mau.
Liéu udng véi ngudi bénh suy than kém nhiém HIV nhu sau:

Do thanh thﬁi’creatinin Cich diing
(ml/phut)
> 80 Khéng diéu chinh liéu
"""""""""" 50-80 | 200-800mg,cachnhau6-8 giy
"""""""""" 25-50 | 200-800mg,cachnhau8-12giy
"""""""""" 10-25 | 200-800mg,cichnhau 12 -24 gid
""""""""""" <10 | 200-400 mg, cichnhau24 gy
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Tiém truyén tinh mach:
Liéu tiém truyén tinh mach & ngudi suy than nhu sau:

Do thanh thai creatinin Cach dung
(ml/phut)
25-50 5 - 10 mg/kg, cach nhau 12 gio
"""""""""" 10-25 | 5-10mg/kg, cachnhau24 gis
""""""""""" <10 | 25-5mgkg cichnhau24gis

Liéu tiém truyén tinh mach & ngudi suy than kém nhiém HIV nhu sau:

D¢ thanh thai creatinin (ml/phut) Cach dung
> 50 Khéng diéu chinh liéu
""""""""""""" 10-50 |  5mgke, cichnhau 12-24 gis
"""""""""""""" <10 | 25mgke cichnhau24gic

Tham phan mau: Lidu 2,5 - 5 mg/kg thé trong, 24 gid mot 1an, sau khi thAm phan.

Si€u loc mau dong - tinh mach hodc tinh - tinh mach lién tuc: Liéu nhu ddi véi
truong hop do thanh thai creatinin dudi 10 ml/phut.

Thoi gian tiém truyén: Phai tiém tinh mach cham trén 1 gid dé tranh két tia
aciclovir trong than.

Pha dung dich tiém truyén:

Bot pha tiém aciclovir natri dugc hoa tan trong nudc cat pha tiém hoic dung
dich tiém truyén natri clorid 0,9% dé duoc dung dich chira 25 mg/ml hodc 50 mg/ml.
Pha loang thém dé dugc dung dich c6 nong do aciclovir khong 16n hon 7 mg/ml
(0,5%) dé truyén. Néu nong do aciclovir > 10 mg/ml s€ tdng nguy co viém tinh
mach.

Theo liéu lugng can dung, chon ) lugng va lo thudc c6 ham luong thich hop.
Pha thudc trong thé tich dich truyén can thiét va lac nhe cho dén khi tan hoan toan.

Trong qué trinh chuan bi va hoa tan dung dich, can phai tién hanh trong diéu
kién hoan toan vo khuan, va chi pha trudc khi st dung va khong st dung phan
dung dich da pha khong dung hét.

Néu thiy c6 van hodc tua trong dung dich trudc hoic trong khi tiém truyén thi
phai huy bo.

Twong tic thudc

Probenecid 1am ting nira doi trong huyét twong va AUC cia aciclovir, 1am
giam thai trr qua nudce tiéu va dg thanh thai cia aciclovir.
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_ Dung ddng thoi zidovudin va aciclovir co thé gay trang thai ngi lim va lo mo.
Can theo doi sat nguoi bénh khi phoi hop.
Interferon lam téng tac dung chéng virus HSV-1 in vitro cta aciclovir. Tuy
nhién tuong tac trén ldm sang van chua 0.
Amphotericin B va ketoconazol 1am ting hiéu luc chng virus cta aciclovir.

Dung aciclovir tiém phai than trong v6i nguoi bénh dé dung methotrexat vao
éng tiy song

P on dinh va bao quén

Bao quan & 15 - 25°C, tranh 4m va anh sang.

Twong ky

Tuong ky v6i cac ché phidm cua mau va dung dich chira protein.

Aciclovir ¢6 tuong ky voi foscarnet.

Qua lidu va xir tri

Triéu chitng: O nguoi suy than khi dung aciclovir tiém tinh mach heu qua cao
da thay y thirc thay doi tir 1a 1an, 4o gidc dén hon mé. Tién trién thuong t6t sau khi

ngimg thude va lam tham tach mau. Tiém tinh mach liéu duy nhat 80 mg/kg chua
gay ra tri¢u chung qua licu.

Xk tri: Tham phén mau nguoi bénh cho dén khi chtrc ning than phuc héi,
ngung thudc, cho truyén nudc va dién giai.

Théng tin quy ché

Aciclovir c6 trong Danh muc thudc thiét yéu Viét Nam ban hanh 1an tha V,

nam 2005 va Danh muc thudc chira bénh chu yéu st dung tai cac co s& kham chira
bénh, nam 2008.
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ACID ACETYLSALICYLIC
(Aspirin)

Tén chung quoc té: Acetylsalicylic acid.
Ma ATC: AO1A D05, BO1A C06, NO2B AO1.

Loai thudc: Thudc giam dau salicylat; thude ha sét; thudc chdng viém khong
steroid; thudc trc ché két tap tiéu cau.

Dang thudc va ham lwong
Vién nén: 325 mg, 500 mg, 650 mg.
Vién nén nhai dugc: 75 mg, 81 mg.

Vién nén gidi phong cham (vién bao tan trong rudt): 81 mg, 162 mg, 165 mg,
325 mg, 500 mg, 650 mg, 975 mg.

Vién nén bao phim: 325 mg, 500 mg.
Duoe Iy va co ché tac dung

Acid acetylsalicylic (aspirin) co tac dung giam dau, ha nhiét va chong viém.
N6i chung, co ché tac dung cua aspirin cling twong tu nhu cac thude chong viém
khéng steroid khac. Thudc trc ché enzym cyclooxygenase (COX), dan dén trc ché
tong hop prostaglandin, thromboxan va cic san pham khac nhu prostacyclin cia
cyclooxygenase. Co hai loai enzym COX: COX-1 thuong duoc tim thdy trong cac
mo té bao binh thuong cua co thé (COX-1 duy tri binh thuong niém mac da day;
chiic ning than va tiéu cau) trong khi COX-2 chu yéu thay O vi tri viém, bi kich
thich tang tao prostaglandin do céc cytokin va trung gian hoa hoc cua qua trinh
viém. Co ché trc ché enzym COX cua aspirin khac biét hin so véi cac thude
chéng viém khong steroid khac. Aspirin gan cong tri voi ca hai loai COX din dén
trc ché khong dao nguoc hoat tinh ctia enzym nay, do d6 thoi gian tac dung cia
aspirin lién quan dén tdc do vong chuyén hoa cua cyclooxygenase. Con véi cac
thudc chéng viém khong steroid khéc, do chi trc ché canh tranh tai vi tri tic dung
ciia COX, thoi gian tac dung s& lién quan tryc tiép dén thoi gian thude ton tai
trong co thé.

Aspirin c6 tac dung e ché két tap tiéu cau. Co ché do trc ché COX cua tiéu
cau dan dén trc ché tong hop thromboxan A, 1a chét gy két tap tiéu cau. Tiéu cau
1a té bao khong c6 nhan, khong cé kha nang tong hop COX méi, do d6 khong
gidng nhu cac thudc chéng viém khong steroid khac, aspirin (rc ché khong thuan
nghich két tip tiéu cdu, tac dung nay kéo dai subt doi sdng cua tiéu cau (8- 11
ngay). Tac dung tic ché thromboxan A, xdy ra nhanh va khong lién quan dén nong
do aspirin trong huyét thanh c6 thé vi COX trong tleu cau da bi bat hoat trudc khi
vao tudn hoan toan than. Téac dung trc ché két tap tiéu cau co tinh chét tich Ity khi
su dung cac lidu 13p lai. Liéu aspirin 20 - 50 mg/ngay c6 thé hau nhu @c ché hoan
toan su tong hop thromboxan cua tiéu cau trong vai ngay. Liéu cao 100 - 300 mg
c6 thé ngay ttrc thi cho tac dung trc ché tdi da.
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Aspirin con @c ché san sinh prostaglandin & than. Su san sinh prostaglandin &
than it quan trong vé mat sinh Iy véi ngudi bénh c6 than binh thuong, nhung cé vai
trd rat quan trong trong duy tri luu thong mau qua than ¢ nguoi suy than man tinh,
suy tim, suy gan, hodc c6 rdi loan vé thé tich huyét twong. O nhiing ngudi bénh
nay, tac dung trc ché tong hop prostaglandin & than cua aspirin c6 thé dan dén suy
than cép tinh, gilt nudc va suy tim cép tinh.

Duoc dong hoc

Khi dung dudng ubng, aspirin dugc hdp thu nhanh tir dudng tiéu hoa. Mét
phan aspirin dugc thuy phan thanh salicylat trong thanh rudt. Sau khi vao tuan
hoan, phan aspirin con lai cling nhanh chong chuyén thanh salicylat, tuy nhién
trong 20 phat ddu sau khi udng, aspirin van giir nguyén dang trong huyét twong. Ca
aspirin va salicylat déu c6 hoat tinh nhung chi aspirin ¢ tac dung trc ché két tap
tiéu cau.

Aspirin gin protein huyét twong véi ty 18 tir 80 - 90% va dugc phan b rong,
v6i thé tich phan bd ¢ ngudi 16m 1a 170 ml/kg. Khi ndong do thudce trong huyét
tuong ting, c6 hién twong bio hoa vi tri gan protein huyét twong va ting thé tich
phan bd. Salicylat ciing gan nhiéu véi protein huyét tuong va phan bd rong trong
co thé, vao duogc trong stra me va qua dugc hang rao nhau thai.

Salicylat dugc thanh thai chu yéu ¢ gan, v6i cic chit chuyén hoa 1a acid
salicyluric, salicyl phenolic glucuronid, salicylic acyl glucuronid, acid gentisuric.
Céc chat chuyén héa chinh 1a acid salicyluric va salicyl phenolic glucuronid dé& bi
bdo hoa va dugc dong theo phuong trinh Michaelis-Menten, cac chit chuyén héa
con lai theo dong hoc bac 1, dan dén két qua tai trang thai can bé'mg, néng do
salicylat trong huyét twong ting khong tuyén tinh vé6i liéu. Sau liéu 325 mg aspirin,
thai trir tudn theo dong hoc bac 1 va nira doi cua salicylat trong huyét tuong 1a
khoang 2 - 3 gid; voi liéu cao aspirin, nira doi co thé ting dén 15 - 30 gio. Salicylat
cling duoc thai trir dudi dang khong thay doi qua nudc tiéu, luong thai trir ting
theo lidu dung va phu thudc pH nude tiéu; khoang 30% lidu dung thai trir qua nude
tiéu kiém hoa so vi chi 2% thai trir qua nude tiéu acid hoa. Thai trir qua than lién
quan dén cac qué trinh loc cau than, thai trir tich cuc qua éng than va tai hip thu
thu dong qua 6ng than.

Salicylat c6 thé duoc thai qua thim tach mau.

Chi dinh

Aspirin dugc chi dinh dé giam cac con dau nhe va vira, dong thoi giam sét. Vi
c6 ty 16 cao vé tac dung phu dén dudng tiéu hoa, nén aspirin hay duoc thay thé
bang paracetamol, dung nap tot hon.

Aspirin ciing dugc str dung trong chimg viém cdp va man nhu viém khép dang
thap, viém khop dang thap thiéu nién, viém (thoai hoa) xwong khép va viém dét
song dang thap.
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Nho tac dung chéng két tap tiéu cau, aspirin dugc st dung trong mdt s6 bénh
1y tim mach nhu dau that nguc, nhéi mau co tim va du phong bién chiing tim mach
¢ cac bénh nhan c¢é nguy co tim mach cao. Thudc cling dugc sir dung trong diéu tri
va dy phong mot s6 bénh Iy mach nao nhu dot quy.

Aspirin dugc chi dinh trong diéu tri hoi chung Kawasaki vi c6 tac dung chéng
viém, ha sot va chong huyét khoi.

Chéng chi dinh

Do nguy co di img chéo, khong dung aspirin cho ngudi da co tri¢u chung hen,
viém miii hodc may day khi dung aspirin hodc nhiing thuoéc chong viém khong
steroid khac trudc day. Nguodi co tién s bénh hen khong dugc dung aspirin, do
nguy co gay hen thong qua tuong tac vdoi can bang prostaglandin va thromboxan.
Nhiing nguoi khong duge dung aspirin con gom nguoi ¢6 bénh wa chdy mau, giam
ti€u cau, loét da day hodc ta trang dang hoat dong, suy tim vira va nang, suy gan,
suy than, dac biét ngudi co toc do loc cau than dudi 30 ml/phut va xo gan.

Théan trong

Can than trong khi diéu tri dong thoi voi thude chéng dong mau hoac khi ¢o
nguy co chdy mau khac. Khong két hop aspirin vdi cac thude khang viem khong
steroid va céac glucocorticoid. Khi di€u tri cho ngudi bi suy tim nhe, bénh than
hoac bénh gan, dic bi¢t khi dung dong thoi véi thudce g1 ti€u, can quan tam xem
x€t can than nguy co gilr nudc va nguy co gidm chirc nang than.

O tré em, khi dung aspirin dd gy ra 1 s truong hop hoi ching Reye, vi vay
can han ché hoan toan chi dinh aspirin cho tré em dudi 16 tu6i chi tror mot so
truong hop nhu bénh Kawasaki, viém khép dang thap thi€u nién, bénh Still.

Ngudi cao tudi ¢ thé d& bi nhiém doc aspirin, c6 kha ning do giam chirc ning
than. Can phai dung li€u thap hon li€u thong thuong dung cho nguoi 16n.

Thoi ky mang thai

Aspirin trc ché cyclooxygenase va su san sinh prostaglandin; diéu nday quan
trong v&i sy dong ong dong mach. Aspirin con e ché co bop tur cung, do do gay tri
hoan chuyén da. Tac dung trc ché san sinh prostaglandin c¢6 thé dan dén dong som
ong dong mach trong tir cung, véi nguy co nghi€ém trong tang huyét ap dong mach
phoi va suy hd hap so sinh. Nguy co chay mau tang 1én & ca me va thai nhi, vi
aspirin irc ché két tip ti€u cau ¢ me va thai nhi. Do do, khong dugc dung aspirin
trong 3 thang cuoi cung cua thoi ky mang thai.

Thoi ky cho con bu

Aspirin vao trong sita me, nhung véi lidu diéu tri binh thuong c6 rét it nguy co
xay ra tdc dung co6 hai & tré bu sira me.

T4c dung khéng mong mudn (ADR)

ADR pho bién nhét lién quan dén hé tiéu héa, than kinh va cAm mau.
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Tan s6 ADR phuy thudc vao liéu. Co téi 5% tong sd nguoi dugc diéu tri co
ADR. Thuong gap nhat 13 triéu chimg tiéu hoa (4%) va ¢ lidu cao (trén 3 g mot
ngay), ty 1é nguoi c6 ADR 14 trén 50% tong sb nguoi dugc diéu tri.

Thuong gap, ADR >1/100

Tiéu hoa: Budn non, ndn, kho tiéu, kho chiu & thuong vi, 0 néng, dau da day,
loét da day - ruot.

Heé than kinh trung wong: Mét moi.

Da: Ban, may day.

Huyét hoc: Thiéu méau tan mau.

Than kinh - co va xuong: Yéu co.

H6 hap: Kho tho.

Khac: Séc phan vé.

It gép, 1/1000 < ADR <1/100

Hé than kinh trung wong: Mat ngu, bon chdn, ciu git.

Noi tiét va chuyén hoa: Thiéu sit.

Huyet hoc: Chay mau 4an, thoi gian chay méau kéo dai, giam bach ciu, giam
tiéu cau, thiéu mau.

Gan: Bdc hai gan.

Thén: Suy giam chirc ndng than.

Hb hép: Co thit phé quan.

Hudéng din cach xir tri ADR

ADR trén hé than kinh trung uong c¢6 thé hdi phuc hoan toan trong vong 2 - 3
ngay sau khi ngu’ng thudc. Néu c6 cac triéu ching chong mat, u tai, giam thinh lyc
hodc thuong ton gan, phai nging thude. O nguoi cao tudi, nén diéu tri véi heu
aspirin thap nhat c6 hiéu luc va trong thoi gian ngan nhat co thé duoc. Piéu tri soc
phan v¢ do aspirin v6i liu phap giong nhu khi diéu tri cac phan tng phan vé cap
tinh. Adrenalin 1a thudc chon lgc va thuong ki€m soat dé dang chung phu mach va
may day.

Liéu lwong va cach ding

Nguoi lon

Giam dau/giam sot: Udng 300 - 900 mg, lap lai sau mdi 4 - 6 gio néu can, tdi
dala 4 g/ngay.

Ch(f)ng viém (viém khop dang thap, viém xuong khop): Trong trudong hop
viém céap co thé dung licu 4 - 8 g/ngély, chia lam nhi€u liéu nho. Nong dd salicylat
trong huyet tuong toi wu dé chong viém 1a 150 - 300 microgam/ml, tuy nhién ngay
tir mirc nong do nay, da c6 bénh nhan gip biéu hién ctia doc tinh nhu U tai. Trong
truong hop man tinh, lidu dén 5,4 g/ngay, chia lam nhiéu lidu nho 1a da hiéu luc
diéu tri.
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Uc ché két tap tiéu cau: Trong truong hop du phong dai han bién chimg tim
mach trén bénh nhan nguy co cao, dung lidu 75 - 150 mg/ngay. Trong truong hop
cap tinh, can sir dung ngay trong phac do tri liéu ban dau nhu nhdi mau co tim,
nhdi mau ndo, con dau thit nguc khong on dinh, dung liéu nap 150 - 300 mg.

Tre em:
Chi dinh rat han ché vi nguy co hoi ching Reye.
. Chéng viém khop dang thap thiéu nién: Tré can nang dudi 25 kg ubng liéu ban
dau 60 - 130 mg/kg/ngay, chia lam nhiéu li€u nho (5 - 6 1an); tré nang hon co thé
bat dau bang heu 24 - 3,6 g/ngay Liéu duy tri thuong dung 1a 80 -100

mg/kg/ngay, mot sb tré co thé can dén lidu 130 mg/kg/ngay. Tuy nhién, do nguy co
doc tinh, tré can ning trén 25 kg khong nén dung liéu qua 100 mg/kg/ngay.

Bénh Kawasaki:

Trong giai doan dau co sét: Theo phac dd ciia My, udng aspirin trung binh 100
mg/kg/ngay (80 - 120 mg/kg/ngay), chia lam 4 lan trong 14 ngay hodc cho téi khi
hét viém. Can diéu chinh liéu dé dat va duy tri nong do salicylat tir 20 - 30 mg/100
ml huyét tuong. Theo phac d6 ctia Anh, liéu ban dau thap hon (30 - 50 mg/kg/ngay
chia 1am 4 1an d6i véi tré trén 1 thang, va 32 mg/kg/ngay chia 1am 4 1an d6i voi tré
so sinh).

Trong giai doan dudng bénh: Ubng 3 - 5 mg/kg/ngay (uong 1 lan) Néu khong
c6 bat thuong ¢ dong mach vanh thi thuong phai tiép tuc diéu tri tbi thiéu 8 tuan.
Néu co bat thuong tai dong mach vanh, phai tlep tuc diéu tri it nhat 1 nam, ké ca
khi bat thuong d6 da thoai lui. Tréi lai néu bat thudng ton tai dai dang, thi phai
diéu trj 1au hon nira.

Twong tac thudce

Noi chung noéng do salicylat trong huyet tuong it bi anh huong boi cac thudc
khac, nhung viéc dung dong thoi voi aspirin 1am glam ndng do cua indomethacin,
naproxen, va fenoprofen Tuong tac cua aspirin voi warfarin lam tang nguy co
chay mau, va voi methotrexat, thudc ha glucose mau sulphonyluré, phenytoin, acid
valproic lam tang nong d6 thudc nay trong huyet thanh va tang doc tinh. Tuong tac
khac cua aspirin gom sy d6i khang vé6i natri niéu do spironolacton va sy phong bé
véan chuyén tich cuc cua penicilin tir dich ndo - tiy vao mau. Aspirin 1am giam tac
dung cac thudc acid uric niéu nhu probenecid va sulphinpyrazol.

P on dinh va biao quan

Can bao quan aspirin ¢ noi khd va mat. Trong khong khi am, thubc thiy phéan
dan dan thanh acid salicylic va acetic va c6 mui giong nhu gidm; nhiét lam tang toc
d6 thity phan. Bao quan thudc dan trong ti lanh, khong dé dong bang. Khong dung
néu thude c6 mui gidng nhu gidm manh.

Twong Ky

Trong dung dich nudc hodc nude ethanol, aspirin thuy phén thanh acid salicylic
va acetic, toc do thuy phan tang 1€n & nhi¢t 46 cao va phu thudc vao pH.
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Qua liéu va xir tri

Piéu tri qua liéu salicylat gom:

Lam sach da day bang cach gy noén (cha y can than dé khong hit vao) hoac
rira da day, cho uong than hoat. Theo doi va nang dé cac chirc nang can thiét cho

su sdng. Diéu trj sbt cao; truyén dich, chét dién giai, hiéu chinh mét can bang acid -
bazo; diéu tri chu’ng tich ceton; giit ndng do glucose huyét twong thich hop.

Theo ddi nong do salicylat huyét thanh cho t6i khi thay rd nong d6 dang giam
t6i muc khong doc. Khi da ubng mot lidu 16n dang thude giai phong nhanh, néng
do salicylat 500 mlcrogam/ml (50 mg trong 100 ml) 2 gi¢ sau khi uong cho thay
ng¢ doc nghiém trong, nong do salicylat trén 800 microgam/ml (80 mg trong 100 ml)
2 gi¢ sau khi udng cho thdy co thé gdy chét. Ngoai ra, can theo ddi trong thoi gian
dai néu udng qua 1,1611 mue do 1on, vi sy hép thu co,the keo dai; néu xeét nghiém
thue hién tur khi udng dén trudce 6 gio khong cho thay nong do doc salicylat, can
lam xét nghi¢ém nhac lai.

Gay bai niéu bang kiém hoa nudce tiéu dé tang thai trir salicylat. Tuy vay,
khong nén dung bicarbonat ubng, vi c6 thé 1am tang hap thu salicylat. Néu dung
acetazolamid, can xem xét k¥ ting nguy co nhiém acid chuyén hoa nghiém trong
va ngd doc salicylat (gay nén do tang thdm nhap salicylat vao néo vi nhiém acid
chuyén hoa).

Thuc hién truyén thay mau, thadm tach mau, tham tach phuc mac, néu can khi
qua liéu nghiém trong.

Theo ddi phu phdi va co giat va thuc hién liéu phéap thich hop néu can.

Truyén mau hodc dung vitamin K néu can dé diéu tri chay mau.

Théng tin quy ché

Acid acetylsalicylic c6 trong Danh muc thudc thiét yé}l Viét Nam ban hanh lan
th V, nam 2005 va Danh muc thuéc chira bénh chu y€u st dung tai cic co s¢
kham chira bénh, nam 2008.
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ACID ASCORBIC
(Vitamin C)

Tén chung quoc té: Ascorbic acid.

Ma ATC: A11G AO1.

Loai thudc: Vitamin tan trong nudc.

Dang thudc va ham luong

Vién nang giai phong kéo dai: 250 mg; 500 mg.

Vién hinh thoi 60 mg.

Dung dich udng: 25 mg/giot; 100 mg/ml; 500 mg/5 ml.

Vién nén: 50 mg; 100 mg; 250 mg; 500 mg; 1 g.

Vién nén nhai: 100 mg; 250 mg; 500 mg; 1 g.

Vién nén tac dung kéo dai: 500 mg; 1 g; 1,5 g.

Vién sui bot: 1 g.

Thudc tiém: 100 mg/ml; 222 mg/ml; 250 mg/ml; 500 mg/ml.

Duoec Iy va co ché tac dung

Acid ascorbic va cac mudi calci ascorbat, natri ascorbat 1a cac dang chi yéu
cia vitamin C. Co thé ngudi khong tao ra duge vitamin C cho ban than, ma phai
lay tur nguon thuc an. Nhu cau hang ngay qua ché d6 an can khoang 30 - 100 mg
vitamin C d6i v6i nguoi lon. Tuy nhién, nhu cau nay thay doi tuy theo tung nguoi.
Céc loai qua (cam, chanh, budi, nho den, 6i, hdng,...) va rau (ca chua, khoati tay,
rau xanh,...) chira nhiéu vitamin C. Sita, thit c6 it vitamin C. Acid ascorbic rat dé bi

pha huy khi nau nudng, du trit. Vitamin C 1a mot vitamin hoa tan trong nudc, can
thiét dé téng hop colagen va cac thanh phan ctia mo lién két.

Thleu hut vitamin C xay ra khi thtrc dn cung cap khong day du lugng vitamin
C can thiét, din dén bénh scorbut. Thiéu hut vitamin C rat hiém xay ra ¢ nguoi
16n, nhung c6 thé thiy & tré nho, ngudi nghién rugu hodc ngudi cao tudi. Thiéu hut
biéu hién & triéu ching de chay mau (mach mau nho, chén rang, 1¢i), thanh mao
mach dé v&, thleu mau, ton thuong sun va xuwong, chim lién vét thuong. Ding
vitamin C lam mat hoan toan cac triéu chimg trén.

Acid ascorbic ¢6 kha ning khir trong nhiéu phan tng sinh hoc oxy hoa - khir.
Co6 mét s6 chuc nang sinh hoc cua acid ascorbic da dugc xac dinh ro rang, gém co
sinh tong hop colagen, carnitin, catecholamin, tyrosin, corticosteroid va aldosteron.
Acid ascorbic ciing da tham gia nhu mot chéat khir trong hé théng enzym chuyen
héa thudc cung véi cytochrom Pg4so. Hoat tinh cta hé théng enzym chuyen hoa
thudc nay sé& bi giam néu thiéu acid ascorbic. Acid ascorbic con diéu hoa hap thu,
van chuyén va duy trit sét.

Acid ascorbic 1a mot chét bao vé chéng oxy hoéa hiru hi¢u. Acid ascorbic loai
bo ngay cac loai oxy, nito hoat dong (cac ROS = Reactive oxygen species va cac
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RNS = Reactive nitrogen species) nhu cac gdc hydroxyl, peroxyl, superoxid,
peroxynitrit va nitroxid), cac oxy tw do va cac hypoclorit, 14 nhimg goc tu do gay
doc hai cho co thé. Co rat nhiéu _chung ctr sinh hoc ching t6 cac goc ty do ¢ nong
dd cao co thé gay ton hai cho té bao. Mot sé bénh min tinh c6 lién quan dén ton
thuong do stress oxy hoa gém co ung thu, bénh tim mach (xo vira dong mach
vanh...), duc thuy tinh thé, hen va bénh phéi man tinh tic nghén. Tuy nhién, hién
nay chua xac dinh duoc rd rang mdi lién quan vé nguyén nhan.

Mot vai tac dung cua vitamin C nhu chong thoai hoa hoang diém, phong cam,
chong lién vét thuong, phong ung thu con dang nghién ctru, chua dugc ching
minh rd rang Mot s thay thuoc khuyén céo dé giam nguy co cao thoai hoa hoang
diém ning o ngudi cao tudi di dung: Vitamin C 500 mg/ngay két hop véi beta
caroten 15 mg/ngay, vitamin E 400 mg/ngay va kém (dang kém oxyd) 80 mg/ngay
va dong (dudi dang oxyd ddéng) 2 mg/ngay (dé phong thiéu mau).

In vitro, acid ascorbic di chung té ngin chian dugc oxy hoa LDL bang cach
loai bé ROS va RNS c6 trong mdi truong nude. LDL oxy hoa dugce cho 1a gdy xo
vita dong mach.

Acid ascorbic trong bach cau dédc biét quan trong vi c6 ROS phat sinh ra trong
khi bach cau thuc bao hodc bach cau hoat hoa do bi vi€ém nhiém. Nong dd ascorbat
cao trong bach cau bao v¢ bach cau chéng lai ton thuong oxy hoa ma khong uc ché
hoat tinh diét khuin cua tiéu the thuc bao. Hoat tinh chéng Xy hoa cua acid
ascorbic cling bao v¢ chbng lai t6n thuong phan huy proteln ¢ cac vi tri viém nhu ¢
khép (viém dang thap), & phoi (hoi ching suy hé6 hap ¢ nguoi 16n, hat thude, ozon).

Riéng ddi v4i cam lanh, cho dén nay sb liéu chua dong nhat dé khuyen cao.
Ngoai ra, ¢c6 mot vai chu’ng cr acid ascorbic ¢o the diéu hoa tong hop
prostaglandin cho tac dung gian phé quan, gidn mach va chdng dong von mau, kha
nang chuyén acid folic thanh acid folinic, chuyén hoa carbohydrat, tong hop lipid,
protein, khang nhiém khuan va ho hap té bao

Duoc dong hoc

Hap thu: Vitamin C duogc hap thu dé dang sau khi uong, tuy vay, hap thu 1a
mdt qua trinh tich cyc va c6 thé bi han ché sau nhimng liéu rat 16n. Cung cip
thuong xuyén lugng vitamin C qua ché d6 an tir 30 - 180 mg hang ngay, khoang
70 - 90% duoc hap thu. O liéu trén 1 g hang ngay, sy hap thy giam xuong con
khoang 50% hodc it hon. Trong nghi€n ctru trén nguoi binh thu’orng, chi c6 50%
ctia mot lidu ubng 1,5 g vitamin C duoc hap thu. Hap thu vitamin C & da day - rudt
c6 thé giam & nguoi ia chay hodc ¢ bénh vé da day - ruot.

Néng do vitamin C binh thuong trong huyét twong & khoang 10 - 20 microgam/ml.
Nong d6 trong huyét tuong dudi 1 - 1,5 microgam/ml khi bi bénh scorbut. Tong
luong vitamin C dy trit trong co thé udce tinh khoang 1,5 g v6i khoang 30 - 45 mg
duogc luan chuyén hang ngay. Dau hiéu 1am sang cla benh scorbut thuong tréd nén
0 rang sau 3 - 5 thang thi€u hyt vitamin C.

Phén bd: Vitamin C phéan b rong rai trong cac mo co thé. Nong do vitamin C
cao dugc tim thiy & gan, bach cau, tiéu cau, mo tuyen va thuy tinh thé ctia mét.
Khoang 25% vitamin C trong huyét twong két hop véi protein.
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Acid ascorbic di qua dugc nhau thai va phan bd trong sita me.

Thai trir: Acid ascorbic oxy héa thuan nghich thanh acid dehydroascorbic.
Mot it vitamin C chuyén hoa thanh nhiing hop chat khong c6 hoat tinh gdm
ascorbic acid-2-sulfat va acid oxalic dugc bai ti€t trong nudc ti€u. C6 mdt
ngudng dao thai acid ascorbic qua thén khoang 14 microgam/ml, ngudng nay co
thé thay ddi tuy theo timg ngudi. Khi co thé bdo hoa acid ascorbic va nong do
mau vugt qua ngudng, acid ascorbic khong bién d6i duoc va dao thai vao nudc
ti€u. Py 1a co s¢ dé lam test bdo hoa acid ascorbic cho tinh trang dinh dudng
vitamin C. Khi bdo hoa & m6 va nong d4 acid ascorbic ¢ mau thap, acid ascorbic
dao théi it hodc khong dao thai vao nudc ti€u. Acid ascorbic ¢6 thé loai bé duoc
bang tham phan mau.

Chi dinh

Chi dinh chinh:

Phong va diéu trj bénh scorbut.

B sung vao khau phan an cho nguoi in kiéng.

Chi dinh phu:

Phéi hop vé6i desferrioxamin dé l1am ting thém dao thai sit trong diéu tri bénh
thalassemia.

Methemoglobin huyét v6 cin.

Acid hoéa nudc tiéu.

Chong chi dinh

Chéng chi dinh dung vitamin C liéu cao cho nguoi bi thiéu hut glucose-6-
phosphat dehydrogenase (G¢PD) (nguy co thi€u médu huyét tan).

Than trong

Dung vitamin C lié}l cao kéo dai co thé dan dén hién tuong nhon thude, do d6
khi giam li€u s€ dan dén thi€u hyt vitamin C. Uong li€u 16n vitamin C trong khi
mang thai da dan dén bénh scorbut & tré so sinh.

Téang oxalat ni€u va sy hinh thanh soi calci oxalat trong than co thé xay ra sau
khi dung li€u cao Vitamiq C, nén tr,émh dung vitamin C li€u cao cho bénh nhan bi
so1 calci oxalat 0 than, néu can thiét ppéi dung nén theg d6j chat ché€ oxalat niéu.
Vitamin C ¢6 thé gy acid hoa nude ti€u, doi khi dan dén ket tua urat hodc cystin,
hodc soi oxalat, hoac thuoc trong duong tict ni¢u.

Vitamin C liéu cao tiém tinh mach d3 gay tir vong, do d6 dung thudc tiém tinh
mach la cach dung khong hop 1y va khong an toan.

Nguoi bénh thiéu hut glucose 6- phosphat dehydrogenase dung lidu cao
vitamin C tiém tinh mach hoic udng cé thé bi chimg tan mau. Huyét khdi tinh
mach sdu ciing di xay ra sau khi dung liéu cao vitamin C.

St dung qua mirc va kéo dai cac ché pham chia vitamin C ubng c6 thé gay
nén sy an mon men rang.
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Dung vitamin C ¢6 thé 1am sai 1éch d,én cac két qua xét nghiém glucose trong
nudc tiéu (duong tinh gid khi dung thuoc thir sulfat dong hodc am tinh gid khi
dung phuong phap glucose oxidase).

Ubng vitamin C lidu cao trong thoi gian dai c6 the gdy bénh co tim nguy hiém
& nguoi co luong sit du trit cao hodic ngudi bi nhiém sic té sit mo.

C6 thé gay tan mau & tré so sinh thiéu hut glucose-6-phosphat dehydrogenase.

Can can nhic cho bénh nhan dang phai an han ché mubi khi st dung vitamin C
¢ dang mudi natri ascorbat. MO1 gam natri ascorbat chira khoang 5SmEq natri.

Mot s6 ché phrflm c6 chura ta dugc aspartam la chat duoc chuyén hoa thanh
phenylalanin, khong dugc dung ¢ bénh nhan bi phenylketon ni€u. Mot s6 ché
pham c6 chura t4 dugc sulfit c6 thé gay di tng.

Duing than trong véi nguoi co tién st soi than, tang oxalat ni€u va 1oi loan chuyén
hoa oxalat (tdng nguy co sé1 than), bi bénh thalassemia (tang nguy co hap thu sat).

Dung liéu cao, kéo dai cho phu nif ¢6 thai.

Thoi ky mang thai

Acid ascorbic di qua duogc nhau thai, ndng d6 mau trong day rén gap 2 - 4 lan
noéng do trong mau me. Néu dung vitamin C theo nhu cau binh thuong hang ngay
thi chua thiy xdy ra van dé gi trén nguoi. Tuy nhién, uong nhimg luong lon
vitamin C trong khi mang thai ¢6 thé 1am ting nhu ciu vé vitamin C va din dén
bénh scorbut & tré so sinh.

Thoi ky cho con bu

Acid ascorbic phan b trong sita me. Sira cia nguoi me co ché do an binh
thuong chutra 40 - 70 microgam vitamin C/ml, chua thay c6 van dé gi xay ra doi voi
tré so sinh.

T4c dung khong mong muén (ADR)

Tang oxa‘lat - piéu, budn ndn, nédn, o néng, co cung co bung, n}ét mg’)i, do
bung, nhirc ddu, mat ngu, va tinh trang bu6n ngu dé xay ra. Sau khi uéng liéu 1 g
hang ngay hodc 16n hon, c¢6 thé xdy ra ia chay.

Thuong gap, ADR > 1/100

Than: Tang oxalat ni¢u.

It gap, 1/1000 < ADR < 1/100

Mau: Thiéu méu tan mau.

Tim mach: Bung dd, suy tim.

Than kinh trung wong: Xiu, chong mat, nhirc dau, mét mai.

Da day - ruot: Budn non, non, ¢ noéng, dau bung, co thit co bung, dﬁy bung, ia
chay.

Than kinh - co va xuwong: Pau canh suon.
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Huoéng din cach xir tri ADR

Khong nén ngimg dot ngdt sau khi sir dung vitamin C lidu cao trong thoi gian
dai dé phong ngira bénh scorbut hdi tng do cd sy cam tng qué trinh chuyén hoa
vitamin C; vi d6 1a mot dép tng sinh 1y va 13 hau qué cta dung liéu cao vitamin C
trude do.

Liéu lwong va cach ding

Cach dl)mg'

Thudng udng vitamin C. Khi khong thé uong duogc hodc khi nghi kém hép thu,
va chi trong nhiing truong hop rat dic biét, méi ding duong tiém. Co thé tiém bap,

tiém tinh mach hodc tiém dudi da. Khi dung dudng tiém, t6t nhat 1a nén tiém bap
mic du thude co giy dau tai noi tiém.

Liéu lwong:

Tré em:

Bénh thiéu vitamin C (scorbut): 100 - 300 mg/ngay, chia lam nhiéu lan.

Toan hoa nudc tiéu: 500 mg cach 6 - 8 gid/lan.

B6 sung vao ché do dn: Thay ddi tir 35 - 100 mg/ngay.

Nguoi 1on:

Bénh thiéu vitamin C (scorbut): 100 - 250 mg/lan, 1 - 2 lan/ngay.

Toan hoa nudc tiéu: 4 - 12 g/ngay chia 3 - 4 lan.

B6 sung vao ché do dn: Thay ddi tir 50 - 200 mg/ngay.

Methemoglobin - huyét v6 can: 300 - 600 mg/ngay, chia thanh nhiéu liéu nho.

Tang bai tiét sat khi dung deferoxamin: Udng acid ascorbic 100 - 200 mg/ngay,
thuong cho trong thoi gian sir dung liéu phap deferoxamin, nhung c6 nha lam sang
khuyén chi nén dung acid ascorbic 1 thang sau khi dung deferoxamin, va dung lidu
thap nhat c6 hiéu qua, vi c6 1 sd ching ctr cho thay lidu twong dbi cao (nhu liéu

500 mg hoic > 500 mg/ngdy) c6 thé co tac hai xau dén chirc ning tim trong khi
dung deferoxamin.

Phong va diéu tri cam lanh: 1 - 3 g/ngdy, chia thanh nhiéu liéu nho.
~ Test béo hoa trang thai dinh dudng vitamin C: Uéng acid ascorbic 11 mg/kg.
Lay nudc tiéu sau 24 gio dé dinh lugng ascorbat. Neu bai tiét < 20% liéu trong 24
gio dugce cho la thiéu vitamin C; nguoi binh thuong bai tiét > 50% licu.
Twong tac thudce
Dung dong thoi theo ty 1€ trén 200 mg vitamin C v6i 30 mg sat nguyén t6 lam

tang hap thu sat qua duong da day - rudt; tuy vay, da sO nguoi bénh déu c6 kha ning
hap thu sat udng vao mét cach ddy du ma khong phai ding dong thoi vitamin C.

Dung d6ng thoi vitamin C v&i aspirin lam ting bai tiét vitamin C va giam bai
ti€t aspirin trong nudc ti€u. Salicylat rc ché bach cau va ti€éu cau hap thu acid
ascorbic. Do do, nong do acid ascorbic & bach cau va & huyét tuong bi gidm, chi
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cao hon chut it so voi né)ng dd cua ngudi bi thiéu hut acid ascorbic & mo. Tuy vay,
cho dén nay chwa c6 ching cit ndo cho thay liéu phap salicylat thiic day tinh trang
thiéu acid ascorbic. Tuy bd sung vitamin C cho nguoi dang dung salicylat, ndng do
acid ascorbic trong huyét tuong ting, nhung ndng do acid ascorbic trong bach cau
khong ting va du trit vitamin C & cac mo co thé khong ting. Do d6, bd sung
vitamin C cho nguoi dang dung salicylat la khong bao dam. Tuy vy, nguoi bénh
dung heu cao sahcylat ma khong c6 bat cir triéu chimg nao cta thiéu vitamin C thi
cling can phai danh gia tinh trang thiéu hut.

Dung dong thoi vitamin C va fluphenazin dan dén giam nong d6 fluphenazin
huyét tuong.

Su acid hoa nudce tiéu sau khi dung vitamin C c6 thé lam thay d6i su bai tiét
ctia cac thude khéc.

Vitamin C heu cao c6 thé pha hay vitamin Bi,; can khuyen ‘nguoi bénh tranh
ubng vitamin C liu cao trong vong mdt gid trude hodc sau khi ung vitamin B,

Vitamin C c6 thé 1am giam hap thy selen (uéng cach nhau it nhat 4 gio).

Vitamin C c6 thé 1am ting tac dung ctia nhom hydroxyd va lam giam tac dung
ctia amphetamin.

Vi vitamin C 1a mot chat khir manh, nén anh huong dén nhiéu xét nghiém dua
trén phan Gng OXy héa - khir. Sy ¢6 mit vitamin C trong nu¢e tiéu lam tang gla tao
lugng glucose néu dinh luong bang thudc ther dong (II) sulfat va giam gla tao

luong glucose neu dinh lwong bang phuong phap glucose oxydase. V&1 cac xét
nghiém khac, can phai tham khao tai liéu chuyén biét vé anh hu’O’ng cta vitamin C.

Coé mot vai bao cao vitamin C lam giam tac dung chéng dong mau cua
warfarm nhung khong chic chan.

Do o on dinh va bio quan

Vitamin C sAim mau dan khi tlep xuc v4i anh sang; tuy vay, sy hoi nga mau
khéng lam giam hiéu luc diéu tri ctia thudc tiém vitamin C.

Dung dich vitamin C nhanh chong bi oxy hoa trong khong khi va trong moi
truong kiém; phai bao quan thudc tranh khong khi va anh sang. O ndng do 16n hon
100 mg/ml, vitamin C c6 thé bi phan huy kém sinh carbon dioxyd. Vi ap suit co
thé tang 1én sau khi bao quan kéo dai, mo 6ng tiém vitamin C phai can than.

Bao quan ¢ nhiét d6 dudi 40°C, t6t nhét 1a tir 15 - 30°C. Tranh dé dong lanh.

Twong Ky

Thudc tiém vitamin C twong ky vé mit vat 1y v6i thude tiém penicilin G kali.

Qua liéu va xir tri

Nhu’ng tri¢u chu’ng qua liu gom s0i than, budn non, viém da day va ia chay.
Gay loi tiéu bang truyen dich c6 thé co tac dung sau khi udng liéu 16n.

Théng tin quy ché

Vitamin C c6 trong Danh muc thudc thiét yéu Viét Nam ban hanh lan thtr V,
nam 2005 va c6 trong Danh muc thubc chita bénh cha yéu sir dung tai cac co s
kham chira bénh, nam 2008.
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ACID CHENODEOXYCHOLIC
(Chenodiol)

Tén chung quoc té: Chenodeoxycholic acid.

Ma ATC: AO5A AO1.

Loai thudc: Thudc chdng soi mat.

Dang thuoc va ham luwong

Nang 250 mg.

Vién nén bao phim 250 mg.

Duoc Iy va co ché tac dung

Acid chenodeoxycholic 13 acid mat chu yéu cé trong mat ngudi va phan 16n
dong vat c6 xuong song. Khi uong voi li€u diéu tri, thude lam giam tong hop ca
cholesterol va acid cholic ¢ gan va cung cap thém muo6i mat cho kho du trit chung
cua co thé dé hoa tan cholesterol va lipid. Thuéc dugc dung dé€ lam tan céc séi giau
cholesterol khong can quang ¢ nguoi bénh c6 ti mat van con hoat dong. Thuoc
khong cé tac dung doi véi séi voi hda (can quang) va soi sac to mat khong can
quang. So1 tii mat phai gom c6 cac tinh thé cholesterol monohydrat dé dé hoa tan.
Céc so1 ¢o6 duong kinh trén 15 mm thuong khong phu hop voi liéu phdp duy nhat
dung acid mat (do ty 1€ khong thuan loi bé mat/kich thudc). Vi 1y do do, toan bod
hi€u qua cua hoa tan so6i mat bang acid mat chua dugc chu y. Két qua diéu tri tot
hon néu phoi hop véi ursodiol.

Duoc dong hoc

Chenodiol dugc hap thu tir duong tiéu hoa, qua chuyén hoa ban dau va vao chu
trinh gan ruét.

Chenodiol dugc gan giir lai, 1ién hop roi bai tiét vao mat. Vi do thanh thai khi
qua gan lan dau chiém khoang 60% dén 80% luong thudc, nén du trit chenodiol
cta co thé chu yéu khu tra trong tuin hoan rudt - gan; ham lugng acid mat trong
huyét thanh va nudc tiéu khong bi anh huong dang ké trong qué trinh diéu tri
chenodiol. O trang thai 6n dinh mdt phan thuoc dén dai trang, chuyén thanh acid
lithocholic nh¢ tac dung ctua vi khuan. Khodng 80% acid lithocholic bai xuat vao
phan, phan con lai tai hap thu va lién hop & gan thanh sulfolithocholy it hap thu.
Mot lugng chenodiol cling dugc epime hoa dé thanh acid ursodeoxycholic.

Chenodiol doc cho gan & nhiéu loai dong vat. Vé Iy thuyét, nguyén nhan 1a do
chat chuyén hoa cua nd6, acid lithocholic, nhung & nguodi c6 co ché hitu hi¢u dé
sulfat hoa va dao thai chat nay. Acid lithocholic c6 ddc tinh cho gan nhu mdt chat
gay i mat. Boc tinh cho gan mgt phan cling do ban than chenodiol. Nguoi nao co
tdng aminotransferase huyét thanh khi dung chenodiol 1a nhitng nguo61 c6 kha nang
kém sulfat hoa acid lithocholic.
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Chi dinh

Chenodiol dugc chi dinh dé lam tan séi mat cholesterol khong can quang, c6
tai mat hoat dong binh thuong, ¢ nguoi khi phau thuat c6 nhiéu nguy co do bénh
hay cao tudi. Liéu phap chenodiol c6 hiéu qua hon néu so6i nho va soi thudc loai
ndi trong nudc. Thoi gian diéu tri co thé toi 2 nam.

Chenodiol dugc dung dé bod sung ché do an cho tré so sinh va tré em co rdi
loan bam sinh tong hgp acid mat; da dugc dung trong di€u tri bénh u vang ndo gan
co tuy; cung vdéi acid cholic dé di€u tri khiém khuyét vé tong hop acid mat; cung
v6i cholesterol dé di€u tri hdi chirng Smith-Lemli-Opitz.

Chong chi dinh

Réi loan chirc nang gan hoic bat thuong duong din mat (& mat trong gan), xo
gan mat tién phat.

Tai mat khong hién hinh duoc khi chup dudng mat, c6 udng thudc can quang.

Soi can tia X (chtra calci).

S6i mat co bién chimg hoic c¢6 chi dinh phai phau thuat.

Bénh viém rudt hoac loét da day - ta trang dang hoat dong.

Thoit ky mang thai.

Than trong

Nguoi bénh man cam véi cac ché pham acid mat khac cling ¢6 thé man cam
v6i chenodiol.

Chenodiol doc véi gan trén suc vét thuc nghiém bao gdm ca linh truéng gan
vo1 nguoi. Phai ngung dung chenodiol néu aminotransferase vuot qua 3 lan gioi
han trén ctia mtrc binh thuong.

O nhitng bénh nhan da diéu tri duwoc x4c nhan tan so6i hoan toan, sd ca mic trd
lai trong vong 5 nam 1a 50%. Mac du di€u tri lai véi chenodiol cho thay c6 két qua
lam tan mdt s6 s61 ma1 hinh thanh, nhung chua xac dinh dugc tinh an toan cua viéc
diéu tri lai.

Thoi ky mang thai

Cac nghién ctru trén stc vat cho thiy chenodiol, khi dung véi liéu gip 6 - 10
lan liéu t61 da cho nguoi, gdy ton thuong gan, than va thugng than cua bao thai.
Chong chi dinh chenodiol trong thoi ky mang thai.

Thoi ky cho con bu

Chua biét chenodiol c6 bai tiét vao sita hay khong. Can than trong khi dung
chenodiol.

T4c dung khéng mong mudn (ADR)

Tac dung phu c6 thé xay ra 13 ia chay, nén, ngta.

Thuong gap, ADR > 1/100
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Tiéu hoa: Ia chay (nhe), dau ving tai mat.

Khac: Tang aminotransferase.

It gép, 1/1000 < ADR < 1/100

Noi ,tiét va chuyén hoa: Tang cholesterol va cholesterol trong lipoprotein ty
trong thap.

Tiéu hoa: Kho tiéu.

Hiém gdp, ADR < 1/1000

Tiéu hoa: Ia chay (nang), co cung co, budn nén, ndn, déy hoi, tdo bon.

Huyét hoc: Giam bach cAu.

Gan: U mat trong gan.

Liéu lwong va cach ding

Liéu thudng dung cua ngudi 16n:

Uong 13 - 16 mg/kg thé trong/ngay, chia lam 2 lan, cung voi thirc an hoac sira

vao budi sang va toi. Lidu hang ngay co6 the chia khong déu va liéu 16n hon cho
vao trudc glo di ngti dé trung hoa su tang ndng do cholesterol mat qua dém.

Nén uong lidu ban dau 250 mg, mdi ngay 2 lan, trong 2 tuan dau diéu tri; sau
d6 mdi tuan ting thém 250 mg/ngay cho t6i lidu khuyén cao hodc dat téi lidu ti da
dung nap duoc.

Néu ia chay xuat hién trong khi dang tang lidu hodc cudi thoi ky diéu tri, diéu
chinh lai liéu cho t&i1 khi hét ia chay; sau do liéu cti thu(‘)’,ng lai duoc dung nap. Li€u
duoi 10 mg/kg thuong khong hiéu qua nén khong khuyén cao: ¢6 nguy co gia tang
phai cat tai mat.

Nguoi bénh béo (ning cin) c6 thé can t6i lidu 20 mg/kg thé trong/ngay.

Liéu thuong dung cho tré em chua dugc xac dinh.

Chu y:

Tuy theo kich ¢& va thanh phan caa séi mat co cholesterol, c6 thé phai diéu tri
keo dai 3 thang dén 2 nam. Ctr cach tir 3 dén 9 thang lai chyp X quang tai mat
hoic siéu am dé theo dbi dap tmg VOl thudc. Viéc diéu tri c¢6 thé can t6i 2 ndm, phu
thudc vao kich ¢& cta soi. Nén tiép tuc diéu tri khoang 3 thang sau khi chyp X -
quang khong con soi.

Chenodiol s€ khong hoa tan so6i voi hoa (can tia X) va soi sdc to mat khong can
quang. Phai giam sat aminotransferase huyét thanh hang thang trong 3 thang dau
dicu tri va sau do cach 3 thang lam xét nghiém mot lan. Néu thay aminotransferase
huyét thanh tang trén 3 lan binh thuong, phai ngirng thudc ngay.

Twong tic thudc

Céc thudc khang acid chira nhom, cholestyramin hay colestipol dung cung voi
chenodiol, c6 thé lién két vo1 chenodiol, do do 1am giam hap thu thudc nay.
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Cac thubc chéng ting lipid mau, dic biét 1a clofibrat, hoic cic estrogen,
neomycin, cac progestin dung cing véi chenodiol ¢6 thé 1am giam tac dung cua
chenodiol, vi 1am tdng bao hoa cholesterol ¢ mat.

Do dgc tinh voi gan, chenodiol c6 thé tac dong dén dugc dong hoc cua
coumarin va cic dan chét, nén co thé gy kéo dai thoi gian prothrombin va xuat
huyet Phai giam sat chat khi ph01 hop. Néu thoi gian prothrombin kéo dai phai
diéu chinh liéu couramin, hodc néu can ngimg chenodiol.

Giam liéu chenodiol khi dung véi acid urodeoxycholic.

P on dinh va bao quén

Bao quan dudi 40°C, tot nhat tir 15 - 30°C, trong lo kin.

Qua liéu va xir tri

Cac triéu chung qua lidu gém ia chay va rdi loan chirc ning gan. Khong co
thude giai doc dac hi€u, chi dicu tri ho tro bang rira da day voi it nhat mot lit hon
dich cholestyramin hodc than hoat (néng d6 2 g trong 100 ml nudc) va uoéng 50 ml
hon dich nhém hydroxyd.
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ACID ETHACRYNIC

Tén chung quoc té: Ethacrynic acid.

Ma ATC: C03C CO1.

Loai thudc: Loi tiéu quai.

Dang thuodc va ham luong

Vién nén 25 mg.

Dang thudc tiém: Lo bot natri ethacrynat twong duong 50 mg acid ethacrynic,
chi dung duong tinh mach.

Duogc Iy va co ché tac dung

Acid ethacrynic 13 thubc loi tiéu quai c6 tac dung duoc 1y gibng nhu
furosemid, dung d¢€ di€u tri phu va tang huyét ap.

Acid ethacrynic trc ché van chuyén tich cuc clorid trong 1ong éng than & nhanh
1én cua quai Henle, do d6 lam giam tai hap thu natri va clorid Thuoc cling lam
tang thai tror kali & ong luon xa va cé tac dung truc ti€p trén sy van chuyén céc
chat dién giai & ong luon gan. Acid ethacrynic khong tc ché carbonic anhydrase
va khong do61 khang voi aldosteron. Bai tiét aldosteron c6 thé tdng trong thoi gian
diéu tri bang acid ethacrynic va c¢6 thé gép phan vao tac dung lam ha kali mau cua
thuoc. Két qua acid ethacrynic 1am ting thai trir nude va cac ion Na', C1°, K', H',
Ca®™ va Mg”". Ban dau lugng Cl ~ thai twong duong véi tong luong Na* va K'
nhung khi dung kéo dai thi thai trir Na” va C1” giam dan, con thai trir K va H' ting
1én. Thai trir bicarbonat khong thay d6i. Do 1am mat qua nhiéu K, H" va Cl nén
co thé dan dén nhiém kiém chuyén hoa. Thuoc cling lam gidm nong d§ amoni
trong nudce tiéu va lam gidm pH nudce tiu. Acid ethacrynic lam tang bai tiét nudc
va cac chat dién gidi manh hon thiazid vai lan, do d6 c6 hi¢u qua trén nhi€u nguoi
bénh suy than.

Acid ethacrynic it hodc khong tac dung tryc tiép toi toc d6 loc & cau than hodc
luong mau qua than nhung néu bai niéu xay ra nhanh hodc qua nhiéu sé& lam glam
10 rét tde d6 loc & cAu than, 1am giam thé tich huyet tuong. Cling nhu voi céac thube
loi tiéu khac tdc dung ha huyét ap c6 thé do gidm thé tich huyét twvong & nguoi
bénh dung acid ethacrynic.

Liéu thap acid ethacrynic giir lai acid uric, nhung uong liéu cao hodc tiém tinh
mach c6 thé gay tang acid uric ni¢u tam thoi. Giong nhu cac thudc loi tiéu thiazid
va furosemid, hi¢u luc cua acid ethacrynic khong phu thudc vao can bang acid -
base ctiia nguo1 bénh.

Acid ethacrynic it anh huong téi chuyén hoa hydrat carbon va ndng d6 glucose
trong mau hon céc thudc loi tiéu thiazid; tuy nhién thudc lam gidm nong d¢ insulin
khi d61, gidm sy tang insulin sau khi udng glucose, gy tang glucose mau va
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glucose niéu néu liéu dung hang ngay vuot qua 200 mg. Nhing tac dung ndy co
thé do giam kali mau.

Duoc dong hoc

Sau khi udng, acid ethacrynic hap thu nhanh qua duong tiéu héa, c6 tac dung
loi ti€u trong vong 30 phut va dat tac dung to1 da sau khoang 2 gid. Thot gian tac
dung thuong kéo dai 6 - 8 gio, nhung ¢ thé ti€p tuc toi 12 gio.

Sau khi tiém tinh mach, tic dung loi tiéu thudng xdy ra trong vong 5 phut, dat
tac dung t6i da sau khoang 15 dén 30 phut va kéo dai khoang 2 gid.

Thudc gan nhiéu vao protein huyét tuong. Nira doi trong huyét tuong 1a 30 -
60 phut.

Thudc duge tich lity chu yéu & gan, khong vao dugc dich ndo tuy. Acid
ethacrynic chuyén hoa qua gan dudi dang lién hop véi cystein (dang nay co thé
g6p phan vao tac dung dugce 1y cia thuoc) va mot hop chit khong 6n dinh, chua
xac dinh duge. Xap xi 30 - 65% licu thudc tiém tinh mach thai qua nudc tiéu va 35 -
40% thai qua mat, mot phan dudi dang lién hop cystein va mot phan dudi dang
khong doi.

Téc do thai trir qua nude tiéu cua acid ethacrynic tang 1én khi pH nuéc tiéu
tang va giam khi dung cung véi probenecid.

Chi dinh

Piéu tri phu: Do suy tim sung huyét, xo gan hodc do bénh than (bao gom hoi
chung than hu’) Bleu tri hd tro trong phu phoi cap (tiém tinh mach). Piéu tri trong
thoi gian ngan cb truéng do bénh 4c tinh, phu tu phat va phu bach huyét.

Tang huyét ap: Dung riéng hodc phdi hop véi cac thude chdng ting huyét ap
khac.

Do gay nhiéu tic dung khong mong mudn, chi nén dung acid ethacrynic cho
nguoi di ung véi sulfonamid (bao gdom céc thudc loi tiéu quai khac va thiazid).
Acid ethacrynic khong phai 1a thude duge lua chon dé diéu tri khoi dau cho nguoi
bénh tang huyét &p khong bién ching (thuong dung thiazid), nhung acid
ethacrynic va mot s0 thudc loi ti€u khac (nhu furosemid, bumetanid, metolazon) c6
thé thich hop hon thiazid & ngudi bénh suy than hoac suy tim sung huyét.

Chéng chi dinh

Qua man véi thudc hodc bét ky thanh phan nao cua dang bao ché.

Ha huyét 4p, mat nudc v6i ndng do natri huyét thanh thap, nhiém kiém chuyén
hoa kém ha kali huyét, vo ni¢u.

Ngung dung thudc néu ting ure huyét va/hodc giam niéu, mat cin bang dién
gia1 hodac tiéu chay mat nudc nang xay ra.

Tré em dudi 2 tudi (do chua co du thong tin danh gia hiéu qua va do an toan).
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Than trong

Phai theo ddi can than cac biéu hién cua ha thé tich mau, ha natri va ha kali
mau. Huéng dan cho nguodi bénh cac dau hi€u va triéu ching cua mat can bang
dién giai dé€ bao cho thay thuoc biét.

Piéu tri khai dau voi liéu thap, diéu chinh lidu than trong, dung cach quéng
néu co thé va theo ddi trong lugng cua nguoi bénh dé co the han ché thap nhat mat
dich va céac chét dién giai qua muc. Hau hét ngudi bénh can bd sung mudi wva kali
clorid trong qua trinh diéu tri; tuy nhién nguoi bénh xo gan thuong yéu cau phai
han ché natri khi ding thudc loi tiéu.

Nguoi bénh nén nam vién khi bat diu diéu tri, nhat 1a bénh xo gan cd trudng
hodc suy than man.

Bai niéu qua nhiéu c6 thé gay ha huyét ap thé dimg hodc ha huyét ap céap, phai
theo doi chat ché huyét ap cua nguoi bénh. Gidm thé tich mau lam mau bi ¢6 dac,
co thé dan té1 suy tuan hoan hodc huyét khoi tac mach. Néu bai ni€u qua mirc xay
ra, ngung dung thudc cho téi khi can bang néi moi duge phuc hoi tro lai.

Ha kali huyét xay ra nhiéu hon ¢ ngudi ting aldosteron thtr phat, thuong di
kem v6i xo gan hodc hu thén. Acid ethacrymc phai dugc dung than trong ¢ ngu:0’1
bénh xo gan tién trién, dic biét nhitng nguoi co tién sir mat can bang dién giai. Mat
can bang acid-base va dién giai ¢ ngudi xo gan c6 thé dan dén hoi ching ndo gan.
Acid ethacrynic cling gay cac tdc dung c6 hai nang doi1 véi gan va mau, vi vay khi
dicu tri kéo dai phai theo doi s6 lugng cac t€ bao mau va chirc nang gan.

Dung than trong & ngudi dai thio dudng vi acid ethacrynic ¢ thé 1am thay ddi
chuyén hoa carbohydrat.

Acid ethacrynic lam ting thai trir calci va magnesi, hiém gay tetany nhung c6
thé gdy ha magnesi huyét. Cho nguoi bénh an ché do giau kali va magnesi.

Thoi ky mang thai

Chua biét thude c6 qua dugc nhau thai hay khong. Chua c6 day du cac nghién
ctru vé€ hiéu qua va do an toan cua thudc & phu nir mang thai, vi vay chi dung thuoc
trong thoi ky mang thai khi that sy can thiét.

Thoi ky cho con bu

Chua biét thudc c6 vao sita me hay khong. Acid ethacrynic chdng chi dinh
dung cho nguoi cho con bu. Phai quyet dinh ngimg cho con bt hodc ngimg thudc,
tiy theo tam quan trong ctia thudc ddi véi ngudi me.

T4c dung khéng mong mudn (ADR)

Acid ethacrynic la thudc loi tiéu quai c6 nhiéu tac dung khong mong mudn
hon céc thudc o1 ti€u quai khac.

Th?u} kinh trung wong: Pau dau, chong mat, m¢t moi, kho chiu, e so, sbt, rét
run, 11 lan, bénh nao gan.

Da: Phét ban, nhay cam 4nh sang. Ban xuat huyét Henoch-Schonlein (hiém gap).
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Tiéu hoéa: Budn ndn, ndn, dau bung, ia chay, chan an, kho nudt, chdy mau
duong tiéu hoa. Viém tuy cap (hiém gap).
Tim mach: Ha huyét ap.

Noi tiét va chuyén hoa: Mt nudc, ha natri huyét, ha kali huyét ha calci huyét,
ha magnesi huyét, nhiém kiém chuyén hoa, ting glucose huyet thay dbi phospho,
nong do CO,, bicarbonat va calci, tang acid uric mau c0 hoi phuc, git cap. Giam
bai tiét cortisol.

Gan: Vang da, hay hoai té bao gan, ting nong do enzym gan (hiém gip).

Than: Ton thuong than, di ra mau, ting creatinin huyét thanh, ting BUN.

Méu: Méat bach ciu hat, gidm bach cau trung tinh ndng, gidm tiéu cau, thiéu
mau tan mau (hiém gap).

Mit: Nhin mo, rung giat nhan cau.

Tai: U tai, diéc tam thdi hodc vinh vién.

Tai chd tiém: Kich tng, néng, dau, viém tinh mach huyét khoi

Hudéng din cach xir tri ADR

Diéu chinh sy thiéu hut dién giai.

Truong hop xdy ra mat can bang dién giai va/hodc loi tiéu qua mirc, nén ngimg
thudc hodc gidm li€u cho téi khi can bang ndi moi dugc thiét lap trd lai.

Ngutng dung thudc néu tiéu chay ning va khong dung lai thude.

Liéu lwong va cach ding

Liéu dung bat budc phai diéu chinh theo yéu cau va dap tng ctia ngudi bénh.

Vi thudc gdy nguy co mat nudc va dién giai cao, diéu chinh liéu lugng phai
dua vao can nang cua nguoi bénh. Nén dung liéu nho nhat du dé lam gidm trong
luong tur tr moi ngay 0,45 - 0,9 kg.

Acid ethacrynic dung duong ubng. Natri ethacrynat dung duong tinh mach khi
can tac dung loi ti€u nhanh hodc ngudi bénh khong thé dung bang duong udng.
Khong dugc tiém bap hodc tiém dudi da vi kich ung va gay dau noi tiém.

Ngueoi lon:

Diéu trj phi

Duong uong Liéu khoi dau thong thuong ubng mot lan 50 mg sau blta an
trong ngay dau tién, nén udng vao bu01 sang. Ngay thir hai, co thé uéng mdi lan 50
mg, ngdy 2 1an sau bita dn, néu can thiét. Ngay tha ba, c6 thé dung 100 mg vao
budi sang va 50 - 100 mg sau bira an trua hodc to1, phu thudc vao dap tng voi licu
uong buodi sang.

Pé dam bao an toan hon, c6 thé uéng mdi ngay 50 mg trong vai ngay, sau do

chi tang liéu khi can thlet Thong thuong diéu chinh lidu ting dan timg budc 25 -
50 mg/ngay. O mot s6 ngudi bénh (thuong nhitng ngudi phu ning, khang thudc)
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c6 thé can dén liu mdi 1an 200 mg, ngay 2 1an. Khi dung thém acid ethacrynic &
ngudi dang dung thude loi tiéu khac, liéu khai dau 25 mg, ting thém mdi 1an 25 mg.

Piéu tri duy tri: Dung liéu c6 tac dung thip nhat, mdi ngay mot hodc hai
lan. Liéu va s6 1an dung c6 thé giam sau khi dat dugc hiéu qua bai niéu (thudng
v6i lidu 50 - 100 mg), sau d6 co thé dung cach quing (vi du dung cach ngay,
giam s6 lan).

DBuong tinh mach: Dung dich natri ethacrynat c6 thé tiém tinh mach truc tiép
trong vai phat hodc truyén tinh mach cham trong 20 - 30 phat. Liéu thudng dung la
0,5 - 1,0 mg/kg hodc 50 mg cho ngudi 16n c6 trong luong co the trung binh. Liéu
mot 1an khong qua 100 mg. Thuong chi can dung mot liéu; néu can dung lidu thir
hai, phai tiém vao vi tri khac dé tranh viém tinh mach huyét khéi co thé xay ra.

Téng huyét 4p (nhiéu quoc gia khong con dung cho chi dinh nay): Liéu khoi
dau ‘udng 25 mg/ngay, co thé ting dan timg budc dé dat t6i dap ung diéu tri mong
mudn hodc lidu tdi da thuong 1a 100 mg/ngay, chia 1am 2 - 3 lan.

_ Tang huyét ap kem suy than hodc suy tim sung huyét & nguoi lon co thé dung
liéu cao hon, goi y li€u td61 da uong 200 mg/ngay, chia lam nhiéu lan.

Tranh dung cho nguo1 bénh suy than c6 dd thanh thai creatinin < 10 ml/phtt.

Tré em trén 2 tudi: Dé giam phu ¢ tré dang nam bénh vién bi suy tim sung
huyét hodc hoi chimg than hu, lidu khoi dau uéng 25 mg/ngdy. Co thé tang lidu
mot cach than trong 25 mg moi ngay dén khi dat dugc tac dyng mong muén. Khi
da dat dap ing mong muén, co thé giam to1 lidu tdi thiéu de duy tri. Hodc udng
mdi ngay mot 1an 1 mg/kg, ting lidu sau mdi 2 - 3 ngay dén téi da 3 mg/kg/ngay.

Liéu dung duong tinh mach: Mac du cac nha san xuat khong khuyén céo ding
cho tré¢ em, nhung mot o thay thude cho rang liu 1 mg/kg la an toan va hi¢u qua.
Thuong chi dung mot liéu, nhung néu can thiét ¢ thé nhac lai sau moéi 8 - 12 gio.

Cach pha dung dich dung dwong tinh mach:

Pha ng bot natri ethacrynat 50 mg véi 50 ml dung dich glucose 5% hoic dung
dich natri clorid tiém 0,9%, duoc dung dich c6 ham lugng 1 mg acid ethacrynic
trong 1 ml.

Natri ethacrynat twong hgp vaoi cac dung dich: Natri clorid 0,9%, glucose 5%,
glucose 5% trong natri clorid 0,9%, dung dich tiém Ringer, dung dich tiém Ringer
lactat, c}ung dich 6% dextran 75 trong natri clorid 0,9%, Normosol-R (pH 7,4) va
nudc cat pha tiém.

Nguoi cao tudi: Khong can diéu chinh liéu, trir khi c6 suy thén. Nguoi cao tudi
thuong co suy giam chirc nang thén, vi vay phai chu y khi chon li€u dung va theo
doi chure nang than khi dung thuoc.

Twong tac thudce

Tuong tac thudc co thé xay ra khi dung dong thoi acid ethacrynic véi mot sb
thudc sau:
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Thudc loi tiéu khac: Lam ting tac dung loi tiéu, phai giam liéu acid ethacrynic.
Tranh dung dong thoi v6i furosemid. Phdi hop vdi spironolacton hodc triamteren
c6 thé 1am giam su mat kali do acid ethacrynic gay ra.

Céc thubc bi anh hudng boi giam kali huyét do acid ethacrynic: Glycosid tim
(tang doc tinh cua glycosid; kiém tra dién giai dinh ky khi dung dong thoi hai
thudc nay dé diéu chinh kip thoi); thudc phong téa than kinh - co khong khir cuc
nhu tubocurarin clorid, galamin triethiodid (gdy phong toa than kinh co kéo dai);
mot sd thude nhu corticoid, corticotropin, amphotericin B ciing giy giam kali
huyét, khi dung cung acid ethacrynic c6 thé gay giam kali huyét nghiém trong.

Acid ethacrynic c¢6 thé 1am ting nguy co chay mau da day khi dung cung
corticosteroid.

Lithi: Giam d6 thanh thai qua than cua lithi, c6 thé 1am tiang ddc tinh cua lithi.
Khéng nén dung dong thoi hai thudc nay. Néu budc phai dung thi nguoi bénh phai
& trong bénh vién, theo ddi ndng d9 lithi trong mau dé diéu chinh liéu.

Thudc chdng dai thao duong: Acid ethacrynic c6 thé anh huong dén tac dung
ha glucose huyét cta insulin va cac thudc chéng dai thao duong dung duong udng,
c6 thé do ha kali huyét. Néu da diéu chinh luong kali thiéu hut nhung van khong
phuc hdi duge, ¢ thé can diéu chinh lidu thue chdng dai thao duong.

Thudc ha huyet ap: Tang tac dung ha huyet ap, co thé xdy ra ha huyét ap thé
dung. Giam liéu cua thude chdng ting huyét ap hoic ca thudc chdng ting huyét ap
va acid ethacrynic.

Probenecid: Acid ethacrynic lam ting néng d6 acid uric trong huyét thanh, c6
thé anh hudng té1 tac dung cua probenecid. Kiém tra nong d6 acid uric trong huyét
thanh néu dung dong thoi hai thuoc dé di€u chinh 1iéu phu hop.

Thudc chong viém khong steroid (NSAIDs): co thé lam giam tac dung loi tiéu
va tac dung chdng ting huyét ap cua thudc loi tiéu. Acid ethacrynic c6 thé lam
tang nguy co suy than thir phat khi dung cing NSAIDs, do NSAIDs trc ché tong
hop prostaglandin, nén lam gidm lugng mau qua théan.

Khang sinh aminoglycosid va mdt sd cephalosporin hodc cac thudc c6 doc
tinh trén thinh giac dung dong thoi voi acid ethacrynic, nhat 1a khi tiém tinh
mach, c6 thé lam tang ty 1¢ bi diéc tam thoi hoac vinh vién. Tranh dung dong thoi
cac thuoc nay.

Thudc chdng dong mau: Acid ethacrynic chiém vi tri gin véi protein huyét
tuong cua warfarin, c6 thé lam tang tiém lyc chong dong mau cua warfarin. Giam
liéu wartfarin néu can thiét.

Acid ethacrynic ¢6 thé lam ting tac dung/ddc tinh cua thude e ché enzym
chuyén angiotensin, alopurinol, amifostin, dofetilid, rituximab, salicylat.

Téac dung cua acid ethacrynic c6 thé duoc tang 1én do diazoxid, chét (rc ché MAO,
pentoxifylin, cac chat tc ché 5-phosphodiesterase, cac chat tuong tu prostacyclin.
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Tac dung cua acid ethacrynic co thé bi giam do cac chit gin acid mat,
methylphenidat, phenytoin, salicylat, yohimbin.

P on dinh va biao quan

Bao qu?tn dang vién nén va dang bdt pha tiém & nhiét 4o 15 - 30‘3C. Dang vién
neén phai dé trong lo nat chat. Dung dich ti€ém natri ethacrynat chi bén vimg trong
thoi gian ngan ¢ khoang pH 7, ¢ nhiét do phong va phai dung trong vong 24 gio
sau khi pha. Dung dich kém bén hon khi nhi¢t 4o va pH tang 1én.

Twong Ky

Dung dich natri ethacrynat tuong ky vdi Normosol-M va véi cac dung dich
hydralazin hydroclorid, procainamid hydroclorid, reserpin, tolazolin hydroclorid
trong natri clorid tiém. Dung dich natri ethacrynat khong tron lan hoac truyén dong
thoi véi mdu toan phan va cac ché pham cia mau.

Qua lidu va xir tri

Qua lidu ¢6 thé dan dén bai niéu qua muec, mét dién gidi va mét nude.

Diéu trj hd tro va diéu trj triéu chung. Gay non hoac rua da day. Diéu trj cac
tri¢u chiing mat nudc, mat can bang di¢n giai, hon mé gan, ha huyét ap. Néu bi suy
ho hap co thé can thé oxygen va hoé hap nhan tao.
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ACID NALIDIXIC

Tén chung quoc té: Nalidixic acid.

Ma ATC: JOIM B02.

Loai thudc: Quinolon khang khuan.

Dang thuodc va ham luong

Vién nén 0,25 g, 0,5 g, 1,0 g acid nalidixic.

Hdn dich ubng 5 ml c¢6 chira 0,25 g acid nalidixic.

Duoe 1y hoc va co ché tac dung

Acid nalidixic 1a mot 4-quinolon c6 phd khang khuan rong, tac dung v6i hau
hét cac vi khuan hiéu khi Gram am nhu E. coli, Proteus, Klebsiella, Enterobacter,
Salmonella va Shigella, thuong nhay cdm v&i thudc. Tuy nhién, Pseudomonas
aeruginosa, vi khuan Gram duong (Enterococcus va Staphylococcus), vi khuan ky
khi khong nhay cdm véi acid nalidixic. Phan 16n cac nhiem khuan duong tiét ni¢u
cap va man tinh do vi khuan duong rudt Gram am. Vi vay, acid nalidixic thuong
duoc dung dé tri nhiém khuan dudng tiét niéu.

Cac cau khuan duong rudt (Enterococcus) va Staphylococcus saprophyticus 13
nguyén nhan chu yéu gay viém duong tiét ni¢u va khang lai acid nalidixic.

Acid nalidixic khong anh huong dén vi khuan ky khi dudng rudt, day 1a diéu
quan trong dé gilr can bang sinh thai vi khuan duong rudt.

Acid nalidixic can tr& qué trinh sao chép cia DNA vi khuan bang cach tc ché
hoat tinh DNA gyrase (topoisomerase).

Khang thudc: Vi khuan khang thudc xay ra nhanh, d6i khi trong vong mot vai
ngay dau diéu tri, nhung khong lan truyén hay qua trung gian R-plasmid. Khang
chéo xdy ra véi acid oxolinic va cinoxacin. Tryc khuan ly va thuong han khang
cloramphenicol/sulfamethoxazol/ampicilin van nhay cam véi acid nalidixic.

Duoc dong hoc

Acid nalidixic hap thu nhanh va gan nhu hoan toan tir dudng tiéu hoa va dat
ndng d6 dinh 20 - 40 microgam/ml, sau khi udng 1 - 2 gid lidu 1 g. Nira doi huyét
tuong khoang 1 - 2,5 gi0.

Acid nalidixic chuyén héa mot phan thanh acid hydroxynalidixic, c6 tac dung
khang khuan giéng acid nalidixic va ung voi khoang 30% tac dung cua thudc &
trong mau. Khoang 93% acid nalidixic va 63% acid hydroxy nalidixic lién két véi
protein huyét twong. Ca acid nalidixic va acid hydroxynalidixic chuyén héa nhanh
thanh dan chat glucuronid va acid dicarboxylic khong c6 hoat tinh. Chat chuyén
hoa khong hoat tinh chinh 1a acid 7-carboxynalidixic thuong chi phat hién duoc
trong nudc tiéu.
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Acid nalidixic va cac chat chuyén héa dugc dao thai nhanh qua nudc tiéu trong
vong 24 gio. Trén 80% thudc dao thai qua nudc tiéu 1a nhitng chat chuyén hoa
khong ¢ tac dung, nhung ndéng d6 dinh trong nudc tiéu cia thude khong bién doi
va ctia chat chuyén hoa c6 tac dung & khoang tir 150 - 200 microgam/ml, dat dugc
sau khi udng 3 - 4 gid lidu 1 g (hau hét cac vi khuan nhay cam bi tc ché ¢ nong
do < 16 microgam/ml). Acid hydroxynalidixic chiém khoang 80 - 85% tac dung
trong nudc tiéu. Probenecid lam giam bai tiét thudc qua nudc tleu Khoang 4% lidu
dao thai qua phéan. Acid nalidixic qua nhau thai va vao sita me rat it (& dang vét).

Chi dinh

Nhiém khuan duodng tiét niéu dudi chua cé bién ching do vi khuan Gram am,
trae Pseudomonas.

Acid nalidixic trudc ddy di dugc dung trong diéu tri nhiém khuén duodng tiéu
héa do cac chung nhay cam Shigella sonnei, nhung hién nay c6 nhiing thuoc khang
khuan khécq(nh‘u: cac ﬂuproquiqolon, cotrimoxazol, ampicilin, ceftriaxon) dugc ua
dung hon dé di€u tri nhiem khuan do Shigella.

Chéng chi dinh

Suy than nang, lgan tao mau (thiéu mau), dong kinh, tang ap luc ndi so, tré em
dudi 3 thang tudi, man cam véi acid nalidixic hoac cac quinolon khac.

Théan trong

Thén trong khi dung trong truong hop giam chirc nang gan, giam chuc nang
thén ¢ mirc d6 vua va thiéu enzym G6PD. Kiém tra cong thirc mau, chirc ning gan
va than néu dung thudc lién tyc trén 2 tuan. Acid nalidixic va cac thudc lién quan
gdy thoai hoa cac khop mang trong lugng co thé & dong vat chua truong thanh, can
nhéc khi sir dung voi nguoi bénh dudi 18 tudi, phy nit mang thai va cho con bu.

Dung thuoc khi Xuat hién triéu chung dau day than kinh ngoai bién, dau khop.
Tréanh tiép xuc truc tiép véi anh ning mat troi hodc dén cuc tim trong khi diéu tri.

Thoi ky mang thai

Acid nalidixic di qua hang rao nhau thai. Chua c6 nhirng nghién ctru day da va
dugc kiém tra chit ché trén nguoi. Tuy nhién, acid nalidixic va cac hop chit lién
quan da gay bénh khop & dong vat con non, vi vy khong nén dung acid nalidixic
trong thoi ky mang thai.

Thoi ky cho con bu

Acid naligiixic bai tiét vao sita me & dang vét. Pi co théng bao vé mot tré bu
stra me bi thi€u mau tan mau (ma khong c6 bang chimg gay thiéu hut G6PD) trong
thoi gian ba me c6 udng acid nalidixic. Tuy nhi€n, hau hét truong hop khong co
van d¢€ gi xay ra, nén acid nalidixic van co6 thé dung trong thoi ky cho con bu.

T4c dung khong mong muén (ADR)

Khéng c6 ty 18 chinh xac vé cac phan tng co hai cta thudce dya trén nhiing thu
nghi¢ém 1am sang. Tuy nhién, acid nalidixic thuong dung nap tot va phan ting co
hai thuong nhe.
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Thuong gap, ADR >1/100

Toan than: Nhirc dau.

Tiéu hoa: Budn nén, ndn, ia chay, dau bung.

Mit: Nhin md, nhin d6i, nhin mau khéng chuén.

Da: Phan tmg ngd ddc anh sang v6i cac mun nude trong trudng hop phoi ning
khi diéu tri hodc sau diéu tri.

It gép, 1/1000 < ADR < 1/100

Thén kinh trung wong: Tang ap luc ndi so dac biét ¢ tré nho.

Da: May day, nglra, can quang.

Hiém gdp, ADR< 1/1000

Thén kinh trung wong: L 1an, 4o giac, 4c mong.

Toan than: Phan img phan vé

, Mau: Giam tiél} cau, giam bach cau, tang bach cAu wa eosin, thiéu mau tan mau

nhat la & nguoi thiéu hut glucose 6 phosphat dehydrogenase.

Khac: Phu mach, dau khop.

Hudéng din cach xir tri ADR

Ngtng dung thudc néu nguoi bénh co biéu hién di ing, lo lang, 40 giac, co
giat. Dung adrenalin, glucocorticoid, oxy khi ngudi bénh man cam véi thude.

Liéu lwgng va cach dung

Nguoi 16n: 4 g/ngay, chia 4 lrén, dung it nhat 7 ngay, néu tiép tuc diéu tri kéo
dai trén 2 tuan, phai gidm liéu xuéng madt nura.

Tre em tir 3 thang dén 12 tudi: 55 - 60 mg/kg/ngay, chia 1am 4 1an. Néu diéu trj
kéo dai, nén dung lieu 30 - 33 mg/kg/ngay.

Néu d6 thanh thai creatinin trén 20 ml/phut, c6 thé dung liéu binh thuong.

Néu d6 thanh thai creatinin dudi 20 ml/phut (creatinin huyét thanh trén 360
micromol/lit), lidu trong 24 gid phai can nhic giam xubng con 2 g.

Mic du tac dung khang khuan cia acid nalidixic khong bi anh huéng boi pH
nuéc tiéu, st dung ddng thoi véi natri bicarbonat hodc natri citrat ¢6 thé lam ting
néng d6 cua thudc co hoat tinh trong nude tiéu. Khi phdi hop acid nalidixic va
natri citrat, lidu ding cho nguoi 16n 1a 660 mg/lﬁn 3 lan/ngay, trong 3 ngay.

Vi khang thudc c6 thé xay ra nhanh, néu diéu tri bang acid nalidixic ma khong
dem lai két qua 4m tinh khi nudi cdy vi khuan & nudc tiéu trong vong 48 gio, thi
nén dung mot thudc khang khuan khac.

Twong tic thudce

Nong d6 theophylin trong huyét tuong tang 1én khi dung dong thoi voi acid
nalidixic. Acid nalidixic c6 thé 1am ting ndng do cafein do anh huong dén chuyén
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hoa cua cafein. Acid nalidixic lam tang tac dung cua thudc chéng d6ng dang udng
nhu warfarin, mot phan ¢6 thé do co sy chuyen dich cta chét chong dong ra khoi
vi tri gan cta n6 trong huyét twong, c6 thé phai giam lidu thudc chéng dong.

C6 thé c6 nguy co ting doc tinh than khi acid nalidixic duoc dung cing véi
ciclosporin.

Céac thudc khang acid da day c,(') chira magnesi, nhém, calci, sucralfat va CélC
cqtion hoa tri 2 hoéc 3 nhu kém, sat co6 thé lam giépi h?lp thU} acid nalidixic, c]ﬁn
dén lam giam nong d¢ acid nalidixic trong nudc tiéu rat nhi€u do vdy nén udng
thudc trudce hodc sau cac thudc trén 2 gio.

Probenecid 1am giam bai xuét nén ting ndng do acid nalidixic trong huyét tuong.

Cloramphenicol, nitrofurantoin, tetracyclin 1am giam tac dung diéu tri cua acid
nalidixic.

P on dinh va biao quan

Bao quan vién nen va nhit dich acid nalidixic ubng trong dd dung kin, & nhiét
do 15 - 30°C. Khong dugc dé dong bang nhii dich acid nalidixic.

Qua lidu va xir tri

7: riéu chdng: Loan tAm than nhiém dQc, co giat, tang ap luc ndi so, toan
chuyén héa, budn nén, nén, va ngu lim cé thé xay ra.

{Diéu tri: Rtra da day khi m(ji dung thube. Néu thufr)c,dﬁ duoc hép thu, nén
truyén dich va dung bién phap ho trg nhu the oxy va ho hép nhan tao. Liu phap
chong co giat c6 thé dugc chi dinh trong trudong hop rat nang.

Théng tin quy ché

Acid nalidixic ¢6 trong Danh muc thudc thiét yéu Viét Nam ban hanh lan tha V

nam 2005 va Danh muc thude chira bénh chu yéu st dung tai cac co s& kham chira
bénh, nam 2008.
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ACID PANTOTHENIC

Tén chung qudc té: Pantothenic acid.

Ma ATC: Dexpanthenol: A11H A30; DO3A X03, SO1X A12.

Calci pantothenat: A11H A31; DO3A X04.

Loai thudc: Vitamin tan trong nudc, vitamin nhém B (vitamin Bs).

Dang thuodc va ham lwong

Acid pantothenic

Vién nén: 50 mg; 100 mg; 200 mg; 250 mg; 500 mg.

Vién nén giai phong cham: 500 mg, 1000 mg.

Calci pantothenat

Vién nén: 10 mg; 25 mg; 50 mg; 100 mg; 218 mg; 500 mg; 545 mg.

Dexpanthenol (dan chét alcol cua acid D-pantothenic):

Vién nén: 100 mg.

Thudc tiém: 250 mg/ml (ng tiém 2 ml).

Kem boi tai chd: 2%, thudc phun bot.

Dich truyén tinh mach: Phéi hop véi cac vitamin khéc, chét dién giai.

Duoec Iy va co ché tac dung

Acid pantothenic con goi la vitamin Bs la mot chat chéng oxy héa hoa tan
trong nudc, can thiét cho chuyen hoa trung gian cua carbohydrat, protein va lipid.
Acid pantothenic 1a tién chat cua coenzym A can cho phan ung acetyl - hoa (hoat
héa nhém acyl) trong tén tao glucose, giai phong nang lugng tu carbohydrat, téng
hop va giang hoéa acid béo, tong hop sterol va ndi tiét t6 steroid, porphyrin,

acetylcholin va nhiing hop chat khac. Acid pantothenic ciing can thiét cho chuc
nang binh thudng ciia biéu mo.

O nguoi, acid pantothenic can thiét phai lay tur thue an. Nguén thuc pham giau
acid pantothemc gom c6 thit, rau qua, hat ngil cdc, trimg va sita. Luong thich hop
cho ngu’m lon khoang 5 mg/ngay, tang t6i 6 mg ¢ ngudi mang thai va 7 mg &
nguoi nudi con b (Vién Han lam khoa hoc quoc gia Hoa Ky khuyen cao). Thiéu
hut acid pantothenic & nguoi rat hiém xay ra vi acid nay phan b rong khap trong
thue pham, trir trudng hop c6 két hop voi bénh pellagra hodc thiéu hut cac vitamin
nhém B khéc. Thiéu acid pantothenic thuc nghiém (bing cach dung acid omega
methylpantothenic, mot chat d6i khang chuyén héa, hoic bang ché do an khong c6
acid pantothenic), cho thiy céc triéu chimg nhu ngu ga, moi mét, nhire dau, di cam
¢ chan va tay kem theo tang phan xa va yeu co chi dudi, réi loan tim mach, tiéu
hoa, thay doi tinh khi, va ting nhay cam v4i nhiém khuan.

Acid pantothenic khong c6 tac dung dugc ly noi bat khi dung cho dong vét thi
nghiém hodc cho ngudi, ngay ca khi dung liéu cao. Khi tiém liéu cao dexpanthenol
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dé dugce bao cao la lam tang nhu dong rudt da day do kich thich acetyl - hoa cholin
thanh acetylcholin; tuy vay, hiéu qua ctua thudc khong dugc chirng minh.
Duoc dong hoc
. Hap thu: Sau khi udng, acid pantothenic dé dugc hip thu qua dudng tiéu hoa.
Nong do pantothenat binh thuong trong huyét thanh 1a 100 microgam/ml hoac hon.

Phén bb: Dexpanthenol dé dang chuyén héa thanh acid pantothenic, chat nay
phén bb rong rii trong mod co thé, chu yeu dudi dang coenzym A. Nong do cao
nhit cta dexpanthenol ¢ trong gan, tuyén thuong thén, tim va than. Stra ngudi me
cho con bu, an ché do binh thuong, chitra khoang 2 microgam acid pantothenic
trong 1 ml.

Dao thai: Khoang 70% liéu acid pantothenic ubng thai trir & dang khong doi
trong nudc tiéu va khoang 30% trong phan.

Chi dinh

Khi thiéu hut acid pantothenic (c6 7ké't hop pellagra hodc thiéu hut cac vitamin
nhém B khéc), khi d6 nén dung san pham da vitamin ¢6 chtra acid pantothenic.

Trong mot sb tru’(‘mg hop viém day than kinh ngoai bién, chudt rat co chan &
nguoi mang thai va nghién ruou, hdi chimg nong rat & chén, va viém ludi khong
khoi khi diéu tri bang nhimg vitamin khéc.

Str dung tai chd dé chira ngtra va nhitng bénh da nhe khac.
Thudc phun bot dexpanthenol con duoc chi dinh chita bong da.
Liét rudt sau mo, dé.

Chdng chi dinh

Khéng c6 chdng chi dinh.

Than trong

Khong duoc tiém dexpanthenol dé diéu trj tic rudt co hoc. Péi voi liét rudt,
can chu y. dén boi phu nudc va dién giai, chong thiéu mau, giam protein huyét,
chong nh1em khuan, tranh ding thudc lam giam nhu dong rudt. Néu bung cang hoi
nhiéu, dit dng thong hoi.

Dexpanthenol c6 thé kéo dai thoi gian chay mau nén phai st dung rat than
trong & nguoi c6 bénh va chdy mau hoac c6 nguy co chay mau khac.

Thoi ky mang thai

Khong co tu licu vé tac dung co hai véi thai khi dung acid pantothenic voi liéu
binh thuong can thiét hang ngay trong thoi ky mang thai.

Thoi ky cho con bu

Khong co tu ligu Vé tac dung co hai voi tre bu sita, khi me dung acid pantothenic
v6i lieu binh thuong can thiét hang ngay trong thoi ky cho con bu.

T4c dung khéng mong mudn (ADR)

Acid pantothenic n6i chung khong gay doc. Dexpanthenol c6 thé gdy phan tng
di tng nhe nhu ngtra, ia chdy, nhung hiém gép.
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Huoéng din cach xir tri ADR

Phai ngimg ding dexpanthenol néu c6 phan mg di ting.

Liéu lwong va cach ding

Cach dung: Acid pantothenic va calci pantothenat dugc dung duong ubng.
Dexpanthengl thuong duoc tiém bap hodc truyén tinh mach gheflm, va cling duogc
dung tai cho duoi dang kem béi, dang phun bot. Khi truyén tinh mach cham,
dexpanthenol dugc pha vo1 mot lugng 16n dung dich ti€m truyén dextrose 5% hoac
dung dich Ringer’s lactat.

Liéu hrong: 10 mg calci pantothenat tuong duong véi 9,2 mg acid pantothenic.

Usng: 5 - 10 mg acid pantothenic/ngay nhu mét luong bd sung dinh dudng
cho nguo1 bénh ¢6 hap thu duong ti€u hoa binh thuong.

Tiém hodc tiém truyén:

Diéu trj tang kich thich nhu dong ru¢t: Nguoi 16n, tiém bap, lidu bét dau 250 mg -
500 mg dexpanthenol, nhéc lai sau 2 gio, sau do ctr 4 - 12 gi¢ dung mdt liéu, khi
can. Tré em: 11 mg - 12,5 mg dexpanthenol/kg ti€ém bap theo phac d6 trén; Hodc
truyén tinh mach cham, nguoi lon: 500 mg dexpanthenol. Néu khong thay do
trudng bung hodc liét rudt nhanh, phai chuyén sang cac phuong phép diéu tri khac.

Dung tai cho:

Khi st dung tai chd gé chita nglra va bénh da, boi thuég kem chira 2%
dexpanthenol vao vung bi ton thuong, ngay 1 hodc 2 lan, hodc nhiéu hon néu can.

Twong tac thudce

Khong dung dexpanthenol cung véi neostlgmm hodc trong Vong 12 gio sau khi
ding neostigmin hodc nhimg thude tac dung giong than kinh ddi giao cam khac.

~Tuy khong quan trong vé lam sang, nhung tac dung co ddng tir ciia cac ché

pham khang cholinesterase dung cho mat (vi du: ecothiophat iodid, isoflurophat)
co thé tang 1én khi phoi hop voi acid pantothenic.

Khong dung dexpanthenol trong vong 1 gid sau khi dung sucinylcholin, vi
dexpanthenol c6 thé kéo dai tac dung gay gian co cua sucinylcholin.

Mot s6 hiém trudng hop di Umg chua rd nguyén nhan da gap khi sir dung dong thoi
thudc tiém dexpanthenol véi thude khang sinh, cac thuoc opiat hodc vdi barbiturat.

P on dinh va biao quén

Béao quan vién nén, bdt acid pantothenic va calci pantothenat trong lo kin ¢
15°C dén 30°C.

Béo quan thudc tiém dexpanthenol ¢ noi mat tranh nhiét d cao va tranh dong bang.

Twong ky

Dexpanthenol tuong ky v6i cac chat kiém va acid manh.

Théng tin quy ché

Dexpanthenol c6 trong Danh muc thudc chira bénh chu yéu su dung tai cac co
s& kham chira bénh, nam 2008.
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ACID PARA-AMINOBENZOIC

Tén chung quoc té: Aminobenzoic acid.

Ma ATC: D02B AO01.

Loai thudc: Thudc chéng ning.

Dang thuodc va ham lwong

Dung dich 5% trong ethanol.

Duoge Iy va co ché tac dung

Acid para-aminobenzoic dl‘lr}g dudi dang bQi ngoai da lam thudc chdng ning.
Khi boi ngoai da thude hap thy ot cac bue xa suét dai cyce tim UVB (280 - 310 nm)
nhung khéng hap thu hodc hap thu rit it buc xa cyc tim UVA (310 - 400 nm). Cac
btic xa budc song trung binh UVB gay chdy nang va gop phan vao nhimg bién (101
lau dai gdy ung thu va ldo hoa da. Cac birc xa budc song dai UVA gy ram nang
truc tiép va it ban do nhung lai géy tac hai 1au dai nhu 130 héa da hodc ung thu da.
Nhu véy cac thudc chdng ning chira aminobenzoat cé thé dung dé ngdan ngura chay
ning nhung c6 1& khong ngin ngua duoc cac phan imng ¢ da do thudc hay man cam
v6i1 buae xa UVA; tuy nhién néu phdi hop véi mot benzophenon ciing ¢ thé phan
nao bdo v¢ chong nhirng phan rng cdm quang nay.

Duoc dong hoc

Acid para-aminobenzoic dugc hép thu qua da va kh}léch tan vao lop sung, du
trtr & do6 va phat huy tac dung chong nang. Thuoc rat it hap thu toan than.

Chi dinh

Ngin nglra chdy ning.

Chéng chi dinh

Nguoi bénh qua man véi acid para-aminobenzoic.

Nguoi bénh d3 ting man cam voi anh sang.

Nguoi bénh co tién st man cam vdi cac thuéc ‘tuong tu Vé, mat hoa hoc nhu:
Sulphonamid, cac thudc 1¢i ni¢u thiazid, mot s6 thude gy t€ nhat la benzocain, cac
chat bao quan va cac thuéc nhudm.

Than trong

Acid para-aminobenzoic khong c6 tac dung phong ngura cac phan Ung lién
quan dén thuoc hodc cac phan img cam quang khéac do anh sang UV A gay ra.

Acid para-aminobenzoic c6 thé gy vét 6 trén vai.

Tac dung khéng mong mudn (ADR)

Boi thudc tai chd co thé gay viém da do tiép xuc hay viém da do anh sang.

Hudéng din cach xir tri ADR

Ngung boi thude.
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Liéu lwong va cach ding

Ngan ngura chay ning: Boi ngoai, trén vung da gﬁn ngin nglra chay ning. Dé
phat huy t6i da hiéu qud, nén boi thudc trude khi ra nang khoang 1 - 2 gid.

Twong tic thudce

Dung phdi hop véi benzophenon cé thé 1am ting tac dung bao vé cua thude ddi
v6i1 cac phan ing cam quang.

P on dinh va bao quén

Pung trong 1o kin, tranh anh sang.

Twong Ky

Tac dung cua acid para-aminobenzoic trong dung dich ethanol manh hon so
vo1 tac dung ctiia nhi€u thudce chong nang khac, va co6 tac dung bao vé ngay ca khi
c6 mo hoi; nhung néu ngdm nudc thi tic dung bao v€ bi giam di rat nhicu.

Acid para-aminobenzoic tan trong ethanol theo ty 1¢ 1: 8.
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ACID SALICYLIC

Tén chung quoc té: Salicylic acid.

Ma ATC: DO1A E12, S01B CO08.

Loai thudc: Thudc troc 16p simg da, chdng tiét ba nhon, tri vay nén; chat an da.

Dang thudc va ham lwong

Thube md 1%, 2%, 3%, 5%, 25%, 40%, 60%.

Kem 2%, 3%, 10%, 25%, 60%.

Gel 0,5%, 2%, 5%, 6%, 12%, 17%, 26%.

Thudc dén 15%, 21%, 40%, 50%.

Thubc xtrc 1%, 2%.

Dung dich 0,5%, 1,8%, 2%, 16,7%, 17%, 17,6%

Nudc goi dau hoic xa phong 2%, 4%.

Cac ché pham phdi hop véi cac chat khac (luu huynh, hic in...).

Duoe Iy va co ché tac dung

Acid salicylic ¢6 tac dung 1am tréc manh 19p stmg da va sat khudn nhe khi boi
trén da nén da duoc dung dé diéu tri tai chd mot so bénh da ting sing hoa va bong
da nhu viém da ti€t ba nhon, bénh vay nén, gau, tring c4, hot com, chai gan ban
chén... tiy theo nong do thuoc. O nong d6 thap, thudc c6 tic dung tao sung (dicu
chinh qué trinh stng hoa bat thuong); & nong do cao (= 1%), thudc c6 tdc dung
lam troc 16p sung. Acid salicylic lam mém va pha hay 16p stng bang céach tang
hydrat héa ndi sinh (tdng nong dé ctia nudc), ¢o6 thé do lam gidm pH, 1am cho 16p
biéu md bi sung hoa phong Ién, sau dé bong trdéc ra. Khi boi qua nhiéu, thudc céd
thé gy hoai tir da binh thuong. O nong d6 cao (vi du 20%), acid salicylic c6 tac
dung an mon da nén thuong dugc dung dé diéu tri chai gan ban chan. Méi truong
am la can thiét dé acid salicylic c6 tac dung lam Igt va lam bong troc mo bi€u bi.
Thudc cé tac dung chong nam yéu, nho lam bong 16p strng ngan chan nam phat
trién va gitp cho cac thudéc chong nam tham vao da, do dé cling dugc dung dé di¢u
tri mot s6 bénh nam ngoai da. Khi phoi hop, acid salicylic va luu huynh c6 tac
dung hiép luc lam tréc 16p sung.

Khéng dung acid salicylic dudng toan than, vi tac dung kich tng rat manh trén
niém mac tiéu hoa va cac mo khac.

Duwoc dong hoc

Acid salicylic duoc hap thu dé dang qua da va bai tiét chim qua nudc tiéu, do
vay da cé truong hop bi ngd ddc cap salicylat sau khi dung qué nhiéu acid salicylic
trén dién rong cua co the.
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Chi dinh

Acid salicylic ciing duoc dung tai chd dudi dang don thuan hodc két hop véi
thude khac (resorcinol, luvu huynh) dé di€u tri:

Viém da tiét bd nhon, vay nén ¢ minh hodc da dau; vay da dau va cac truong
hop bénh da troc vay khac.

Loai bo cac hat mun com (trtr & bo phan sinh duc), chai & gan ban chan.

Chung tang sung khu tri & gan ban tay va gan ban chan.

Tring ca thuong.

Chéng chi dinh

Man cam véi thude hay bat ky thanh phan nao trong ché pham.

Nguoi dé bi man cam véi salicylat.

Khong dung trén dién da rong, da bi nirt né, dé nhay cam hodc trén niém mac.

Théan trong

Céc ché pham cua acid salicylic chi duoc dung ngoai.

Mic du salicylat dung tai chd it hip thu hon nhiéu so véi dudng udng nhung
van c6 thé xay ra phan tng phu.

Dé han ché sy hép thu cua acid salicylic, can: Tranh bdi vao niém mac, miéng,
mat, trdnh boi trén dién rong hay trén vung da bi viém hodc nit né. Khong nén
dung thoi gian dai, nong do cao, khong nén boi thudce 1€n mat, ving hdu mon sinh
duc. C6 thé gay tac dung toan than khi dung qua nhiéu.

Ciing can than trong khi bdi 1én dau chi cua nguoi bi bénh suy giam tudn hoan
ngoai vi va dai thdo duong.

Than trong khi ding ché pham an mon da cho nhiing bénh nhan bi bénh da day
than kinh ngoai vi r0.

Thoi ky mang thai

Acid salicylic co thé dugc hap thu toan than, nhung rat it (néu dung than
trong). Co thé dung thudc nay cho ngudi mang thai.

Thoi ky cho con bu

C6 thé dung thudc nay cho nguoi cho con ba. Tuy nhién, khong boi thude vao
vung quanh va dé tranh tré nudt phai thuoc.

T4c dung khong mong muén (ADR)

Dung dai ngay acid salicylic trén dién rong co6 thé bi ngd doc salicylat (voi cac
tri¢u chung: La lan, chong mat, dau dau nang hoac lién tuc, thd nhanh, tiéng rung
hodc ti€éng vo vo trong tai lién tuc).

Thuong gap, ADR > 1/100
Kich tng da nhe, cdm giac bi cham dot.
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It gép, 1/1000 < ADR < 1/100

Kich tng da, trung binh dén nang. Loét hodc an mon da, dac biét khi dung ché
pham acid salicylic ¢c6 nong do cao.

Huoéng dén cach xir tri ADR

Pé giam thiéu hap thu thudc qua da, can tranh dung thudc kéo dai, dung liéu
cao, boi trén dién rong, khong boi Ién viung da bi viém hoac bi ton thuong. Néu bi
dinh thuoc & mat, mii, niém mac, phai rira ngay voi nudc sach 15 phut. Rura tay
ngay sau khi boi thuoc, trir khi phai boi thuoc ¢ tay. Co thé bdi dau parafin 1én
vung da lanh dé bao v¢ vung da lanh tranh bi kich ing hoéc an da.

Liéu lwong va cach ding

Thudc c6 nhiéu néng do khic nhau, can tham khao huéng dan cua nha san
xuat. Noi chung, nén dung nong dd thap, 1 lan/ngay, sau do tang dan nong do
thudc va so lan boi trong ngay, tuy theo dap ing cua ngudi bénh.

Cu thé: boi acid salicylic tai chd trén da, 1 lan/ngay, c6 thé ting t6i 3 lan/ngay.
Khoi dau nén dung dang 2%, sau d6 tang 1én 6% néu thay can thiét, co thé két hop
vO1 cac thudc khac dac biét 1a hac in than da.

Acid salicylic ndng do cao, téi 60% da timg dugc ding nhu mot chat in mon
da d¢€ dicu tri hdt com hodc chai & gan ban chan.

Dang thuéc mé, thuoc nwée hodc kem béi: Boi lugng vira du 1én ving da can
di€u tri, xoa nhe.

Dang thuéc gel: Trude khi boi dang gel, lam 4m ving da can diéu tri trong it
nhat 5 phut dé tang tac dung cua thudc.

Dang thuéc dan: Rira sach va lau kh6 vung da. Ngam tam cac mun com trong
nudc am 5 phut, lau kho. Cat miéng thude dan vira voi mun com, vét chai hoic
S€0.

Céc vét chai hodc seo: Can thay miéng thudc dan cach 48 gio mot lan, va diéu
tri trong 14 ngay cho dén khi hét cac vét chai hoac seo. Co thé ngam tam cac vét
chai hodc seo trong nudc am it nhat 5 phut dé gitp cac vét chai dé troc ra.

Cac hat mun com: Tuy thudc vao ché pham, dan thudc 2 ngay mot 1an hoic
dan khi di ngt, dé it nhat 8 gio, bo thuoc dan ra vao bubi sang va dan thude moi
sau 24 gid. Trong ca hai truong hop, can tiép tuc dung thudc c6 thé téi 12 tuan,
cho dén khi tdy dugc hat com.

Dang nuwéc géi hodc xa phong tam: Lam udt toc va da dau bang nudc 4m, xoa
du lugng nudce goi hodc xa phong tam dé lam sui bot va co ky trong 2 - 3 phut, x61
rira, xoa va boi lai, sau do6 x01 nudc sach.

Khong dung cac ché pham c6 ndng d6 acid salicylic trén 10% cho cac mun
com vung da bi nhiém khuan, viém, kich Gmg, ¢ mat, by phan sinh dyc, mi,
miéng, cac mun com co 16ng moc, nbt rudi hodc vét cham. Ciing khong dung cac
ché pham nay cho nhiing ngudi bénh bi dai thio duong hodc suy tuan hoan.
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P on dinh va biao quan

Bao quan ¢ nhiét d6 thich hop tir 15 - 30°C. Néu 1a collodion acid salicylic,
phai tranh Itra va hoi nong vi collodion dé chay.

Qua liéu va xir tri

Khi ubng phai acid salicylic, triéu chimg ngd doc thuong biéu hién khac nhau
tuy tirng ngudi nhu tho §éu, nhanh, u tai, diéc, gian mach, ra mﬁ hoi. Phai rira d;_l
day va theo doi pH huyét twong, nong do salicylat trong huy€t tuong va cac chat
dién giai. C6 thé phéi ki€ém hoa nudc ti€u bat bude dé tang bai ni¢u, néu nong do
salicylat trong huyét turong trén 500 mg/lit & ngudi 16n hodc 300 mg/lit ¢ tré em.

Théng tin quy ché

Acid salicylic c6 trong Danh muc thube thié"g yéu Viét Nam ban hanh lan tha V,
nam 2005 va Danh muc thudc chira b¢nh chu y€u stir dung tai cac co sé kham chira
bénh, nam 2008.
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ACID TRANEXAMIC

Tén chung quoc té: Tranexamic acid.

Ma ATC: B02A A02.

Loai thudc: Thudc chdng tiéu fibrin.

Dang thudc va ham luong

Vién nén, vién nén bao phim: 250 mg, 500 mg, 1000 mg.

Vién nang: 250 mg, 500 mg.

Ong tiém: 50 mg/ml, 100 mg/ml, 250 mg/5 ml, 500 mg/5 ml, 1000 mg/10 ml.

Duoge Iy va co ché tac dung

Acid tranexamic la mot dan chat tong hop cua acid amin lysin co tac dung

chong tiu fibrin, irc ché sy phan huy fibrin trong cuc mau dong. Co ché tac dung
chu yeu cua acid tranexamic 1a ngan can plasminogen va plasmin gin vao fibrin,
do do ngan ngura sy hoa tan cua nit cam mau; trc ché tryuc tiép cua plasmin chi xay
ra & muc do thap. Thudc e ché sy gidng hoa tu nhién cuia fibrin, lam 6n dinh cuc
mau dong.

7 Néng d6 can thié't, ctia acid tranexamic trong huyét twong 1a 5 - 10 microgam/ml
dé co tac dung tre ché ti€u fibrin. In vitro: Acid tranexamic tac dung tuong ty acid
aminocaproic nhung manh hon gap 10 1an, acid tranexamic ¢ néng d6 1 mg/ml
khong lam tleu cau ket tap. O ndng d6 t6i 10 mg/l ml mau ciing chua gay anh
huong dén sb luong tiéu cau, thoi gian mau dong hodc cac yéu to dong mau trong
mau toan phan hodc mau co6 citrat & nguodi binh thuong. Nhung acid tranexamic &
nong do 10 mg va 1 mg/1 ml mau kéo dai thoi gian thrombin.

Duoc dong hoc:

Acid tranexamic dugc hap thu tir dudng tiéu hoa, dat ndng do cao nhét trong
huyét twong sau khoang 3 gid (tiém bép 13 1 gid, tiém tinh mach 1a 3 phat). Sinh
kha dung cuia thudc khoang 30 - 50%. Thudc phan bd rong trong co thé, gin rét it
vao protein huyét twong (3%). Thé tich phan b ¢ nguoi 16n 13 9 - 12 lit. Thude
qua dugc nhau thai va vao sira me (1% so véi trong huyét thanh), vao dugc dich
ndo tay (10% so véi trong huyét twong). Thudc phan bd nhanh vao dich khép va
mang hoat dich trong dich khép, ndng do thudc twong tu nhu trong huyét thanh.
Nira doi sinh hoc cua acid tranexamic trong dich khép khoang 3 gio. Nong do acid
tranexamic trong mot s6 cac md khac thip hon so v6i ndong do trong mau. Thude
cling vao thuy dich, thudc ciing thdy & tinh dich van con hoat tinh trc ché tiéu fibrin
nhung khong anh huong dén di chuyén tinh tring.

Ntra doi thai trir trong huyét tuong khoang 2 gio. Sau khi tiém tinh mach, 95%
lidu thube bai tiét dudi dang khong doi trong nudce tiéu, nhung sau khi udng, ty 1é
nay chi 1a 39%.



CONG BAO/S6 119 + 120/Ngay 26-01-2012 63

Chi dinh

Acid tranexamic dung dé phong ngua va diéu tri chay mau két hop véi tiéu
fibrin qua mirc: dung trong thoi gian ngan (2 - 8 ngay) trong va sau khi nho rang o
nguoi bi bénh wa chay mau, phau thuat cit bo tuyén tién liét, cit bo phan co tur
cung, phau thuat bang quang.

Chay mau miéng & ngudi rdi loan dong méau bam sinh hay méac phai.

Phong ngtra chay méau dudng tiéu hoa va chdy mau sau chn thuvong mat, chay
mau mili tai phat.

Lam giam mat mau trong phau thuat (dic biét trong phau thuat tim, thay khop,
ghép gan).

Rong kinh nguyén phat.

Phu mach di truyén.

Chay mau do dung qua lidu thude 1am tiéu huyét khbi.

Chéng chi dinh

Qua man voi acid tranexamic hodc bat ky thanh phan nao ciia ché pham.

C6 tién st bénh huyét khdi tic mach hoic dang c6 nguy co huyét khéi (nhdi
mau co tim, tai bién mach mau nao...).

Chay mau dudi mang nhén, réi loan thi giac kiéu loan mau sic mic phai (do
khong theo doi1 dugc ddc tinh cua thude). Suy than nang.

Théan trong

Piéu chinh liéu & nguoi suy than. Than trong khi ding ¢ nguoi bi bénh tim
mach, bénh than, bénh mach méau nao hodc phau thuat cat b tuyén tién li¢t qua
niéu dao.

Nguoi bénh dung acid tranexamic c6 thé rc ché su phan giai cac cuc mau dong
ton tai ngoai mach. Cac cuc mau dong trong h¢ thong than co thé dan dén tac
nghén trong than. Phai than trong ¢ nguodi dai ra mau (tranh dung néu c6 nguy co
tac nghén ni¢u quan).

Chay mau do déng mau rai rac ndi mach khong duoc diéu tri bang thudc
chong ti€u fibrin trir khi bénh chu yéu do 161 loan co ché ti€u fibrin. Trong mot so
truong hop phu hop, acid tranexamic c6 thé dugc dung sau d6, nhung phai theo doi
can than va dung thuéc chéng dong méu.

Than trong & phu nir kinh nguyét khong déu, phu nir mang thai.

Kiém tra chirc ning gan va thi giac thuf(‘)’ng xuyén khi diéu tri dai ngay.

Khong dung dong thoi véi phitc hop yéu td IX hodc chat giy dong mau vi ting
nguy co huyét khéi.

Dung acid tranexamic sau chay mau duéi mang nhén c6 thé 1am ting ty 1 bién
chirng thi€éu mau cuc bg ¢ nao.
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Thoi ky mang thai

Thudc qua dugc nhau thai. Khéng c6 bang ching vé tac dung giy quai thai
trén dong vat thi nghiém. Tai liéu v€ dung acid tranexamic cho nguoi mang thai ¢6
rat it, do do chi dung thudc trong thoi ky mang thai khi loi ich 16n vugt nguy co
thudc c6 thé gay ra.

Thoi ky cho con bu

Acid tranexamic tiét’ vao sita me nhung néng do chi bang 1% trong mau me.
Théan trong khi dung thuoc & phu nit cho con bu.

Tac dung khéng mong mudn (ADR)

Tac dung‘khf)ng mong mudn cia acid tranexamic thuong hiém gip va chu yéu
gi01 han 6 budn ndn, tiéu chay hodc dau bung. Cac triéu ching nay thuong gap khi
dung liéu cao, giam xudng khi giam lidu. Phai giam liéu acid tranexamic & nguoi
suy than dé tranh tich liiy thudc va tranh tang tac dung khong mong mudn. Ha
huyét ap do1 khi xay ra, nhat 1a sau khi truyén tinh mach nhanh. D3 gip ban ngoai
da, bao gom ban ¢6 dinh do thuoc va ban bong nudc.

Tiéu hoa: Budn nén, ndn, tiéu chay.

Tim mach: Ha huyet ap, huyet khéi tic mach (huyét khdi tinh mach sau &
chéan, ngh&n mach ph01 huyét kh6i & mac treo rudt, dong mach chi, tic dong mach
vOng mac, huyet khéi & dong mach trong so).

Than kinh trung wong: Thiéu mau cyc bd va nh6i mau nio (khi ding diéu tri
chay mau dudi mang nhén), dau dau, tran dich ndo, chong mat.

Huyét hoc: Giam tiéu cau, r6i loan dong mau, thoi gian chay mau bét thuong.

Thi giac: Bt thuong vé thi giac kiéu loan mau sic, gidm thi giac, bénh vong
mac tinh mach trung tam.

Tiét niéu: Hoai tir V(”)’ théq cép & nguoi bi bénh wa chdy mau A. Suy than két
hop v6i hoai tir vo than cap hiém gap.

Hudéng din cach xir tri ADR

Giam liéu khi ¢6 céc r6i loan tiéu hoa.

Ngumng dung thude khi ¢ cac rdi loan vé thi giac.

Liéu lwong va cach ding

Acid tranexamic dung bang duong udng, tiém tinh mach cham (t5i da 100
mg/phut hay 1 ml/phut) hodc truyén tinh mach lién tyc. Dung duong tinh mach sau
vai ngay thuong chuyen sang duong udng. Ciing co thé diéu tri khoi dau bang tiém
tinh mach, sau do truyen tinh mach lién tuc.

Nguoi 16n:

‘ Dféu tri trong thoi gian ngan tinh trang chdy mdu do tieu fibrin qud mikc: Mobi
lan uong 1,0 - 1,5 g (hoac 15 - 25 mg/kg), ngay 2 - 4 lan. Khi tiém tinh mach
cham, liéu dung moi l1an 0,5 - 1,0 g (hoac 10 mg/kg), ngay 3 lan. Sau di€u tri ban
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dau bang tiém tinh mach, tiép theo truyén tinh mach lién tuc, lidu 25 -
50 mg/kg/ngay.

Phau thudt rdng cho nhitng ngwoi bi bénh wa chdy mau:

Ubng mdi 1an 25 mg/kg, ngdy 3 - 4 lan, bat dau 1 ngay trudce khi phau thuat, &
nhing nguoi khong thé uéng duoc: tiém tinh mach mdi lan 10 mg/kg, ngay 3 - 4 lan.

Hodc ti€m tinh mach 10 mg/kg ngay trude khi phau thuat, sau d6 tiém mdi lan
10 mg/kg hodc udng mdi 1an 25 mg/kg, ngay 3 - 4 lan, trong 2 - 8 ngay.

Rong kinh: (khoi dau khi bét dau ky kinh nguyét) uéng mdi lan 1,0 g, ngay 3
lan, t6i 4 ngay. Liéu t6i da moi ngay 4,0 g.

Phit mach di truyén: Udng mdi lan 1,0 - 1,5 g, ngay 2 - 3 lan.

Chay mdu mii: Ubng mdi 1an 1,0 g, ngay 3 lan trong 7 ngay.

Tré¢ em: Thong thuong mdi 1an ubng 25 mg/kg hodc dung dudng tinh mach
10 mg/kg, ngay 2 - 3 lan, tuy theo chi dinh.

Ngudi suy than: Piéu chinh lidu dung va khoang cach dung dya trén ndng do
creatinin huyét thanh (SCC) hoac dd thanh thai creatinin (Cl;).

Diéu chinh theo ndng do creatinin huyét thanh (SCC):

SCC: 120 - 250 micromol/lit: Ubng mg)i‘ lan 15 mg/kg, ngay 2 lan, hodc dung
duong tinh mach moi lan 10 mg/kg, ngay 2 lan.

SCC: 250 - 500 micromol/lit: Ubng mdi ngay mot lan 15 mg/kg, hoic dung
duong tinh mach moéi ngay mdt lan 10 mg/kg.

SCC > 500 micromol/lit: Ubng mdi ngay m(f)t~15n 7,5 mg/kg hoac 15 mg/kg
cach moi 48 gio; hodc dung duong tinh mach moi ngay mot lan 5 mg/kg hoac
10 mg/kg cach moi 48 gid (mdt s6 ché pham chong chi dinh ¢ ngudi suy than nang).

Diéu chinh theo d6 thanh thai creatinin (Cle):

_ Clg: 50 - 80 ml/phut: Dung 50%rliéu binh thuong hodc dung duong tinh mach
moi lan 10 mg/kg, ngay 2 lan hodc uéng moi lan 15 mg/kg, ngay 2 lan.

Cl: 10 - 50 ml/phut: Dung 25% liéu binh thudng hoic dung dudng tinh mach
10 mg/kg/ngay hodc uéng 15 mg/kg/ngay.

_ Cl: <10 ml/phat: Dung 10% liég binh thuong hodc dung duong tinh mach
liéu 10 mg/kg moi 48 gid hoac udng liéu 15 mg/kg moi 48 gio.

Dung dich acid tranexamic con dugc dung tai chd dé rira bang quang hoic stc
miéng.

Twong tic thudce

Khong dung ddng thoi acid tranexamic voi estrogen vi c6 thé gay huyét khoi
nhiéu hon.

Than trong khi dung dong thoi acid tranexamic véi cac thuée cam mau khac.

Tac dung chéng tiéu fibrin cia thudc bi doi khang bai cac thude lam tan huyét
khoi.
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Dung dong thoi acid tranexamic véi tretinoin dudong udng cd thé giy huyét

khoi trong cac vi mach.

P on dinh va biao quan

Bao quan acid tranexamic trong do dung kin, dé noi kho rdo, mat va tranh anh
sang manh.

bé truyép tinh mach, c6 thé tron dung dich ti€m acid tranexamic véi cac dung
dich dung dﬁ: tiém nhu: natri clorid 0,9%, glucose hoac dung dich dién giai, acid
amin. C6 thé cho acid tranexamic va heparin vao cung mot dung dich ti€ém truyén.

Chuan bi dich truyén trong ngay truyén.

Twong Ky

Dung dich acid tranexamic tuong ky vdi dung dich ¢6 chira penicilin.

Qua lidu va xir tri

Chua c6 thong bao vé truong hop qua lidu acid tranexamic. Nhiing tri¢u chimg
qua liéu c6 thé 1a: Budn ndn, ndn, céac triéu chung va/hodc ha huyét ap tu thé dung.
Khéng co bién phap dac biét dé diéu tri nhiém doc acid tranexamic. Néu nhiém
doc do uong qua 11eu gy non, rira da day va dung than hoat. Trong ca 2 truong
hop nh1pm doc do udng va do tiém truyén, nén duy tri bd sung dich dé thic day bai
tiét thudc qua than va dung cac bi¢n phap diéu tri triéu chiing va diéu tri ho tro.

Théng tin quy ché

Acid tranexamic ¢ trong Danh muc thudc thiét yéu Viét Nam ban hanh lan

thtt V nam 2005 va Danh muc thudc chita bénh chu yéu su dung tai cac co s&
kham chira bénh, nam 2008.
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ALBENDAZOL

Tén chung qudc té: Albendazole.

Ma ATC: P02C AO03.

Loai thudc: Thudc tri giun san.

Dang thudc va ham lwong

Vién nén 200 mg, 400 mg.

Lo 10 ml hén dich 20 mg/ml (2%) va 40 mg/ml (4%).

Duoec Iy va co ché tac dung

Albendazol 1a mot dan chit benzimidazol carbamat, c6 ciu tric lién quan voi
thiabendazol va mebendazol. Thube duoc dung dé diéu tri bénh 4u trung san lon
do Cysticercus cellulosae & nhu mo than kinh va bénh nang san do 4u tring san
chd Echinococcus granulosus gy ra. Cac thudc chdéng giun san khac (thuong 1a
praziquantel hoic nitazoxanid) dugc ding dé diéu tri cac san day truéng thanh.

Albendazol ciing c6 pho tac dung rong trén cac giun dudng rudt nhu giun dia
(Ascaris lumbricoides), giun moc (Ancylostoma duodenal va Necator americanus),
giun toc (Trichuris trichiura), giun luon (Strongyloides stercoralis), giun kim
(Enterobius vermicularis), giun Capillaria (Capillaria philippinensis) va giun xoan
(Trichinella spiralis). Albendazol ciing c6 tac dung ddi véi thé du trung di tri & da.

Albendazol ciing c6 tac dung diéu tri bénh san 14 gan (Clonorchis sinensis).

Albendazol con co hiéu qua trong diéu tri cac bénh do Giardia gay ra, c6 thé
dung mdt minh hodc két hop v&i metronidazol dé diéu tri nhiém Giardia
duodenalis (con goi la G. lamblia hay G. intestinalis). Albendazol c6 hiéu qua
tuong tu metronidazol trong diéu tri nhiém Giardia & tré em, ma lai it tac dung
khéng mong mudn hon.

Co ché tac dung cua albendazol chua dugc biét déy du. Thude c6 i luc manh,
dic hiéu gin vao B-tubulin (mot loai protein tu do) trong té bao ctia ky sinh tring,
qua do trc ché su trung hop thanh cac vi tiéu quan cua bao tuong la nhimg bao
quan can thiét cho hoat dong binh thudng cua té bao ky sinh trung, dong thoi G
ché su hap thu glucose cua ky sinh trung & cac giai doan & au trung va truong thanh,
dan dén can kiét glycogen, 1am ky sinh tring bat dong va chét. Albendazol c6 tac
dung diét 4u trung cua giun moc Necator americanus va di¢t tring giun dia, giun
moc, giun toc.

Duoc dong hoc

Albendazol dugc hap thu rat kém qua duong tiéu hoéa, nhung sy hap thu s&
tang Ién dang ké khi dung cung thirc an c6 chét béo. Thude duoc phan bb rong
khap trong cac dich cua co thé, vao dich ndo tay, nang san, gan, huyét thanh, nudc
tiéu. Lién két voi protein huyet tuong cao (70%). Chuyén héa nhanh va manh qua
gan budc mot dé tao thanh chat chuyen hoa c6 hoat tinh 1a albendazol sulfoxid, la
chat c6 nong d di dé phat hién trong huyét twong. Albendazol ciing duoc chuyén
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hoa thanh 6-hydroxy sulfoxid va sulfon, nhung néng d6 khong du dé phat hién
trong huyét tuong. Sau khi ubng mot liéu duy nhit 400 mg albendazol, ndng do
dinh cua chit chuyén hoa c6 hoat tinh 1 albendazol sulfoxid dat dugc trong huyét
tuong khoang 0,46 - 1,58 microgam/ml sau 2 den 5 gid, ntra doi thai trir 1a 8 - 12 gio.
Tuong tu, néu udng mot lidu 1a 15 mg/kg thi ndng d6 dinh cua albendazol sulfoxid
trong huyét twong khoang 0,45 - 2,96 microgam/ml sau 4 gid, nira doi thai trir 12
10 - 15 gio.

Khoang 1% duogc thai trir qua nude tiéu dudi dang albendazol sulfoxid trong
vong 24 gid, cac chat chuyén hoa khac cling dugc thai trir qua than. Mot luong
khong dang ké chét chuyén hoa sulfoxid dugc thai trir qua mét.

Chi dinh

Bénh 4u trung san lon (Taenia solium) & hé than kinh (trong hodc ngoai nhu
mo than kinh).

Bénh nang san ché (Echinococcus granulosus) & gan, phdi va mang bung
trude khi phiu thuat hodc khi khong thé phiu thuat duoc.

Nhiém mot hodc nhiéu loai ky sinh trung duong rudt nhu giun diia (Ascaris
lumbricoides), giun moc (Ancylostoma duodenal va Necator americanus), giun toc
(Trichuris trichiura), giun luon (Strongyloides stercoralis), giun kim (Enterobius
vermicularis) va giun chi (Mansonella perstants, Wuchereria bancrofti, Loa loa).

Au trung di tr( & da hoac di tra ndi tang do Toxocara canis hoac T. cati.

Bénh do Giardia gay ra.

Bénh sén 1a gan (Clonorchis sinensis).

Chéng chi dinh

_Co tién s qua gn?m cam véi cac hop chét loai benzimidazol hodc cac thanh

phan nao dé cua thudc.

Nguoi mang thai.

Than trong

Trudc khio diéu tri lqénh, 4u trung san lqn & mé than kinh, ngu:(‘y‘i béqh can phai
dugc kham cén than v€ mat dé loai trur ton thuong vong mac. Can hét strc than
trong khi dung bat cit mot thude diét au trung san lon nao (albendazol), ngay ca khi
dé dung corticosteroid ciing co thé gay ton thuong khong hdi phuc khi diéu tri cac

nang ¢ mat hodc tay song. Do do, can phai kham mat dé loai trlr nang & véng mac
truge khi diéu tri bénh du trung san lon than kinh.

Albendazol chuyén hoéa manh & gan nén khi xo gan, toc d6 thanh thai thudc
qua gan s¢ giam, qua do s¢ lam tang tich luy thudc va tang tac dung khong mong
muon cua albendazol. Vi thé, can than trong khi dung albendazol cho nhitng ngudi
c6 16i loan chirc ning gan.

Can than trong theo ddi chirc ning gan va dém huyét cau 2 1an trong mdi chu
trinh diéu tri. Khi diéu trj lidu cao va lau dai trong bénh au trung san lon hoac bénh
nang san choé Echinococcus.
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Phai loai trir mang thai 1 thang truéc khi bat dau diéu tri liéu cao va dai ngay
(bang phuong phap tranh thai khong dung thudc ndi tiét trong va sau khi dung
thudc 1 thang)

Thoi ky mang thai

Mic du chua duoc nghién ciru trén ngudi song albendazol khong dugc khuyén
c4o0 cho phu nit mang thai do nhitng thir nghiém trén dong vat thay kha ning gay
quai thai ctua albendazol.

Vi nhitng phu nit dang trong d6 tudi sinh dé, nén dung albendazol trong vong
7 ngay dau cua chu ky kinh nguyét. Khi diéu tri bang albendazol, can phai ding
cac bién phap tranh thai can thiét trong va sau khi ngimg thudc 1 thang.

Thoi ky cho con bu

Con chua biét thude tiét vao sita & mirc nao. Do d6 can hét sirc than trong khi
dung albendazol cho phu nit cho con bu.

T4c dung khéng mong mudn (ADR)

Khi diéu tri thoi gian ngan (khong qua 3 ngdy) c6 thé thdy vai trudng hop bi
kho chiu ¢ duong tiéu hoa (dau ving thuong vi, ia chay) va nhirc dau.

Trong diéu tri bénh nang san cho Echinococcus hoac bénh u trung san lon cé
t6n thuong nio (neurocysticercosis) 1a nhitng trudng hop phai dung lidu cao va dai
ngay, tac dung c6 hai thuong gip nhiéu hon va ne'mg hon.

Thong thuorng cac tac dung khong mong mudn khong nang va h01 phuc duogc
ma khong cén di€u tri. Chi phai nging diéu tri khi bi giam bach cau (0,7%) hoic
c6 sy bat thudng vé gan (3,8% trong bénh nang san).

Thuong gap, ADR > 1/100

Toan than: St.

Than kinh trung wong: Nhtrc dau, chong mit, ting ap suit trong néo.

Gan: Churc ning gan bat thuong.

Da day - ru6t: Pau bung, budn nén, ndn.

Da: Rung téc (phuc hoi dugc).

It gap, 1/1000 < ADR < 1/100

Toan than: Phan tng di tng.

Méu: Giam bach cAu.

Da: Ban da, may day.

Than: Suy than cép.

Hiém gdp, ADR < 1/1000

~ Mau: Giam bach cau hat, giam huyét cAu noi chung, mét bach cau hat, giam

ti€u cau.

Hudéng din cach xir tri ADR

Albendazol c6 thé gay giam bach cau (dudi 1%) va phuc héi lai duoc. Hiém
gap cac phan tng ndng hon, ké ca gidm bach cau hat, mat bach cau hat, hoac giam
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cac loai huyet cau. Phai xét nghiém cong thirc mau khi bat dau chu ky diéu trj 28
ngay va 2 tuan mot lan trong khi diéu tri. Van tiép tuc diéu tri dugc bang
albendazol néu lugng bach ciu giam it va khong giam nang thém.

Albendazol co the lam tdng enzym gan tir nhe den muc vua phai ¢ 16% nguoi
bénh, nhung lai tr& vé binh thuong khi ngung dleu tri. Klem tra chirc nang gan
(céc transaminase) phai duge ti€n hanh trude khi bat dau mdi chu ky diéu trj va it
nhit 2 tuan mot 1an trong khi dleu tri. Neu enzym gan ting nhiéu, nén ngung dung
albendazol. Sau do lai co thé diéu tri bang albendazol khi enzym gan tr¢ v€ mic
trude diéu tri, nhung can xét nghlem nhiéu 1an hon khi tai diéu tri.

Ngudi bénh duge diéu tri bénh 4u tring san lon ¢ tén thuong ndo, nén diung
thém corticosteroid va thudc chéng co giat. Uong hodc tiém tlnh mach
corticosteroid s€ ngan can dugc nhiing con tang ap suat ndi so trong tuan dau tién
khi diéu tr1 bénh au trung san nay

Bénh a au trung san lon co ton thuong néo (neurocysticercosis), co thé c6 anh
hudéng den vong mac tuy rat hiém. Vi Vay, truée khi diéu tri, nén xét nghlem
nhimg t6n thuong vOong mac cua nguoi bénh. Ngay ca kh1 dung cung voi
corticosteroid, bat ctr thudc nao diét a au trung san lon dung dé diéu tri nang au trung
& mét hoic tuy song cling co thé gay ra tac hai khong héi phuc nén trudce khi diéu
tri, phal kham mét dé loai trir nang trong mat.

Liéu lwgng va cach dung

Cach dung: Vién co thé nhai, nuét hodc nghién va tron véi thirc an. Khong can
phai nhin d6i hodc tay.

Liéu lwong:
Bénh 4u tring san lon Cysticercus cellulosae & md than kinh:

Ngu’01 16n va tré em trén 6 tudi, can ning > 60 kg: 400 mg/lan, 2 lan/ngay
udng cung v6i thuc an trong 8 - 30 ngay.

Dbi véi nhimg ngu’01 can nang dudi 60 kg: 15 mg/kg/ngay (khong quéa 800
mg/ngay), chia 2 lan, uong cung thirc an, trong 8 - 30 ngay.

C6 thé nhéc lai néu can thiét.
Chua ¢6 liéu cho tré dudi 6 tudi.
Bénh nang san ché Echinococcus: (diéu tri xen k& voi phau thuat):

Liéu dung nhu trén, nhung mot dot d1eu trj kéo dai 28 ngay, nhac lai sau 14
ngay nghi thudc. Ctr thé diéu tri 3 dot lién tiép.

Giun dila, giun moc hodc gzun toc, giun kzm

Nguodi lon va tré em trén 2 tudi: 400 mg udng 1 liéu duy nhit trong 1 ngay. C6
thé nhac lai sau 3 tuan.

Tré em cho t61 2 tudi: 200 mg 1 liéu duy nhét udng trong 1 ngay. Co thé nhic
lai sau 3 tuan.

Giun luon (Strongyloides)

Nguoi lon va tré em trén 2 tudi: 400 mg/lan/ngdy, udng trong 3 ngay. Co thé
nhic lai sau 3 tuan.



CONG BAO/S6 119 + 120/Ngay 26-01-2012 71

Tre em cho t6i 2 tudi: 200 mg/lan/ngay, udng trong 3 ngay. C6 thé nhic lai sau
3 tuan.

Giun Capillaria:

Nguoi 16n va tré em: 200 mg/lan, 2 lan/ngdy trong 10 ngay.

Au trimg di trii ¢ da:

Nguoi 16n: 400 mg/lan/ngay, uéng trong 3 ngay. C6 thé ting 1én 5 - 7 ngay ma
khong thém tac dung khong mong muon.

Tré em: 5 mg/kg/ngdy, ubng trong 3 ngay.

Bénh do Giardia: 400 mg/lan/ngay, udng trong 5 ngay.

~ Bénh san la gan do Clonorchis sinensis: tré em va nguoi lon: 10 mg/kg/ngay,
uong trong 7 ngay.

Bénh giun chi bach huyét Wuchereria bancrofti, Brugia melafi), nhiém giun
chi tiém an (bénh phoi nhiét doi tang bach cau ua eosin): diethylcarbamazin 1a
thuoc duoc lya chon dé di¢t giun chi cd au trung lan truong thanh. O céc vang c6
bénh giun chi lvu hanh, hang ndm cho 1 liéu don albendazol 400 mg v&i

diethylcarbamazin 6 mg/kg hodc ivermectin (200 microgam/kg) c6 tac dung ngan
chin bénh lay truyén. Diéu tri nhu vay tiép tuc it nhit trong 5 nam.

Nhiém T oxocara (au‘ trung di tri ndi tang): Nguoi 16n hodc tré em dung liéu
nhu nhau 400 mg/lan, 2 lan/ngay trong 5 ngay.
Twong tac thudce

Dexamethason: Nong do cila chét c6 hoat tinh albendazol sulfoxid trong huyét
tuong ting hon khoang 50% khi dung phdi hop thém dexamethason.

Praziquantel: Praziquantel (40 mg/kg) lam ting nong do trung binh trong huyét
tuong va dién tich dudi duong cong cua albendazol sulfoxid khoang 50% so vai
dung albendazol don ddc (400 mg).

Cimetidin: Néng do albendazol sulfoxid trong mat va trong dich nang san tang
1én khodng 2 lan & nguoi bi bénh nang san khi dung phéi hop véi cimetidin (10
mg/kg/ngay) so voi dung albendazol don doc (20 mg/kg/ngay).

Theophylin: Dugc dong hoc ctia theophylin khong thay ddi sau khi udng 1 lidu
albendazol 400 mg.

P on dinh va biao quén

Bao quan ¢ nhiét d6 20 - 30°C. Tranh anh sang truc tiép.

Qua liéu va xir tri

Khi bi qua lidu ‘cﬁn diéu trj triéu chimg (rira da day, dung than hoat) va céc
bién phép cap ctru hoi stre chung.

Théng tin quy ché

Albendazol c6 trong Daph muc thudc thiét ,yéu Viét Nam ban hanh 1an tha V,
nam 2005 va Danh muc thudc chira b¢nh chu y€u stir dung tai cac co sé kham chira
bénh, nam 2008.
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ALBUMIN

Tén chung quoc té: Albumin.

Ma ATC: BO5SA AO1.

Loai thudc: Thudc ting thé tich mau, thudc chdng tang bilirubin huyét.

Dang thudc va ham luong

Dung dich albumin duoc diéu ché tir huyét twong:

Dung dich dam dac 20% (Io 50, 100 ml); 25% (lo 20, 50 va 100 ml).

Dung dich déng truong 4,5% (lo 50, 100, 250 va 400 ml); 5% (lo 100, 250 va
500 ml).

_ Ham lugng Na'" khong vuot qua 160 mmol/lit. Dung dich duogc tiét khuin
bang loc.

Albuminlléy tr mau cua nguoi tinh nguyén khoe manh chua 4, 5, 20 hay 25%
albumin huy@t thanh. Ham luong Na' ¢ tur 130 - 160 mmol/lit. Ché pham khong
chtra cac y€u t6 dong mau hay khang thé nhém mau.

Duogc Iy va co ché tac dung

Dung dich albumin diéu ché tir mau toan phén chira cac protein hoa tan va cac
chat dién giai nhung khong c6 cac yeu t6 dong mau, khang thé nhom méu hodc cac

cholinesterase huyét twong, nén cé thé truyén ma khong can cha y dén nhom mau
ctia nguoi nhan.

Albumin la protein quan trong nhit cua huyet thanh tham gia vao 2 chirc nang
chinh 1a: Duy tri ap luc tham thau keo trong huyét twong; lién két va van chuyen
mot sd chat ndi sinh hodc ngoai sinh nhu bilirubin, hormon steroid, va thubc co
trong mau.

Tac dyng diéu tri ctia albumin c6 lién quan dén tac dung trén ap luc tham thau
keo cua huyét tuong; n6 co thé dam nhiém t&i 60 - 80% ap lyc tham thau keo do,
trong truong hop nong dé albumin huyet thanh binh thuong (40 - 50 g/lit). Truyén
1 g albumin vao mau c6 thé lam ting thé tich huyét twong tuan hoan lén khoang 18
ml. Luong dich thém nay lam giam hematocrit va do nhot cua mau. Cac ché pham
albumin khong chira cac yéu t6 dong mau va khong giy anh hudng dén co ché
dong mau binh thuong hay lam tang hi¢n tugng dong von mau.

Albumin dugc phan bd trong dich ngoai té bao, trén 60% nam & khoang ngoai
long mach.

Thoi gian tac dung: Chi 15 phut sau khi tiém albumin 25% dé 1am tang thé tich
mau cho nguoi bénh dugc tlep nuéc day du. Thoi gian tac dung cua albumin phu
thudc vao thé tich mau ban dau ciia ngudi bénh. Neu luong mau giam thi thoi gian
lam tang thé tich mau s& kéo dai trong nhiéu gid, néu lugng mau binh thuong thi
thoi gian tac dung s& ngan hon.

Thoi gian thai trir khoang 15 - 20 ngay.
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Chi dinh

Giam thé tich huyét twong cp hoidc ban cip do bong, viém tuy, chan thuong,
phau thuat.

Giam albumin huyét ning kém theo giam thé tich huyét twong va phu toan
than trong di€u ki¢n phai han ché dua nudc va di¢n gidi va khong duoc tang thé
tich huyét tuong.

Piéu tri bo tro cho ting bilirubin-mau trong bénh tan huyét so sinh.

Diéu tri b trg trong hdi ching suy thé ngudi 1on (ARDS).

Dé lam lodng mau trong ndi tit tudn hoan tim - phoi.

Dung dung dich albumin dé diéu tri mat mau hodc huyét twong cap co thé gay
lang phi, cadc dung dich thay thé huyét tuong thich hop hon.

Chéng chi dinh

Man cam vé6i albumin ngudi. Thiéu mau niang. Suy tim. Tang thé tich mau,
phu phoi.

Théan trong

Can than trong khi dung albumin 25% cho tré dé thiéu thang vi c¢6 nguy co giy
xuat huyét trong nao that.

Khong khuyén cao dung albumin nguoi 1am ngudn bo sung protein calo cho
nguoi bénh can ho trg dinh dudng.

Khi dung céc ché pham albumin 25% c6 d6 tham thau cao, co6 thé gdy ting thé
tich mau, néu khong dugc pha loang mdt cach thich hop.

Khi ding mot lugng 16n cac dung dich albumin déi véi ngudi bénh ¢ luu
luong tim thap, vi tang thé tich huyét tuong nhanh sé gay rdi loan tuan hoan (qua
tai, loang mau) hoac phu phoi.

Phai theo ddi can than nguoi bénh bi thuong hoac sau mb co dung ché phém
albumin vi huyét ap c6 thé tang, gdy chay mau & nhitng noi chua dugc phat hién tur
trude.

Truong hop bi mat nude, nguoi bénh can duoc dong thoi truyén thém dich va
chat dién giai.

Can chu y trong trudng hop phai an han ché mubi vi cac ché pham albumin ¢
chira ham luong Na tir 130 - 160 mmol/lit.

Dung mét luong 16n albumin cho nguoi bénh bi r6i loan chirc nang than sé dan
dén mét can bang dién giai gay nhiém klem chuyen hoa. Ngoai ra khi dung luong
16n albumin, c6 thé phai bo sung hong cau dé dé phong thiéu mau.

Khong dugce dung khi dung dich da duc hay c6 tua.
Thoi ky mang thai
Albumin an toan cho phu nir mang thai.
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Thoi ky cho con bu

Chua thdy c6 nguy co gay hai do truyén albumin.

Tac dung khéng mong mudn (ADR)

it xay ra nhiing phan ung phu khi dung albumin nhu: Di (mg, ndi may day,
phan v¢, buén nén va non.

Mot sb phan Gng phan vé c6 thé do cac phan tir bi déng von trong cac ché
pham protein hodc sy c6 mat cua cadc khang thé khang protein di truyén cua
albumin nguoi.

Hudéng din cach xir tri ADR

Truong hop xuét hién phan tng phan vé, phai ngimg truyén albumin va xu 1y
bang cac bién phap thich hop (dung khang histamin hay diéu trj hd trg dic hiéu).

Liéu lwong va cach ding

Liéu dung albumin phu thudc vao tinh trang 14m sang va dap Gmg cua ngudi
bénh va dugc xac dinh bﬁng cach theo doi huyét ap dong mach, huyét ap tinh mach
trung tm trong khi dung dé tranh tang qua mirc thé tich mau.

Téc do truyén albumin 1a 1 - 2 ml/phit (dung dich 5%) hodc 1 ml/phut (dung
dich 25%), c6 thé tang tdc d6 truyén trong diéu tri sdc. Khong nén truyén qua
250 g/48 gio. Néu can dung qua liéu nay, phai thay thé bang huyét tuong.

Séc do gidm thé tich mdu cdp: Liéu ban dau cho ngudi 16n 1a 25 g albumin
(500 ml dung dich 5% hodc 100 ml dung dich 25%) va cho tré em khoang 1 g/kg.
Néu can thiét, nhac lai mot lidu sau 15 - 30 phat. Khi ¢ xuat huyét, c6 thé phai
truyén mau toan phan.

Giam protein huyét: Liéu tdi da trong 1 ngay 1a 2 g/kg thé trong.

Bi béng: Liéu dung va thoi gian tiy thude vao dién tich bong, lidu dung can du
dé hoi phuc thé tich huyét trong va giam hién tuong cd dic mau: Truyén 500 ml
dung dich 5% hay 100 ml dung dich 25% cing v&i cac dung dich dién giai. Dé
diéu tri bong khong khan cép o tré em, dung tir 6,25 - 12,5 g.

Tang bilirubin huyét & tré so sinh: Dung 1 g/kg thé trong trude khi truyén thay
mau (albumin véi lidu 1,5 - 2,5 g/100 ml mau ciing ¢ thé dugc thém vao dich thay
mau duoc truyén).

Twong tac thudce

Yéu t6 hoat hoa dong méu (prekallikrein) c6 trong mot s 16 ché pham c6 thé
kich thich bién déi kininogen trong méau ngudi thanh kinin giy ha huyét ap.

Dung dich albumin nhiém nhém c6 thé gy doc cho nhimg nguoi suy than da
duogc truyén luong 16n albumin, din dén loan dudng xuong va bénh Iy vé nio.
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P on dinh va biao quan

Céc ché pham albumin ngudi chua mé c6 thé bao quan duoc toi 3 ndm & nhiét
d6 khong qua 37°C va tGi 5 nam & 2 - 8°C. Tranh dé dong lanh vi 1o ¢6 thé nut gay
nhiém tap. Khi d@ mé chi dung trong vong 4 gid va virt bé phan con lai.

Tranh anh sang.

Twong Ky

Khi truyén insulin, thudng c6 van dé insulin hp phu vao thanh binh thiy tinh
va day truyén. Néu cho thém albumin 5% vao dung dich natri clorid c6 chira
insulin dé truyén s€ tranh dugc tinh trang nay va do mat insulin.

C6 thé tron 1an albumin vé&i cac dung dich natri clorid dang truong, Ringer,
glucose dang truong, duong invertose 10%; nhung khong dugce tron lan vdi cac
dung dich thuy phan protein, hon hgp acid amin hay dung dich chtra alcol.

Qua lidu va xir tri

Khi dung mot lwong 16n albumin can phai bd sung hong cau hoic thay thé bang
mau toan phan dé chong hién tuong thi€u mau xay ra sau khi dung. Néu c6 roi loan
tuan hoan hay phu phoéi phai ngting truyén ngay va cé bién phap xtr tri dac hiéu.

Théng tin quy ché

Albumin c¢6 trong Danh muc thudc thiét yéu Viét Nam ban hanh 1an tht V,
nam 2005 va Danh muc thudc chira b¢nh chu y€u sir dung tai cac co sé kham chira
bénh, nam 2008.
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ALCURONIUM CLORID

Tén chung quoc té: Alcuronium chloride.

Ma ATC: M0O3A AO01.

Loai thudc: Phong bé than kinh - co.

Dang thudc va ham lwong: Dung dich tiém alcuronium clorid 5 mg/ml.
Duoe Iy va co ché tac dung

Alcuronium clorid 14 mot chit ban téng hop benzylisoquinolinium thudc

nhom thube phong bé than kinh co canh tranh (con goi 1a nhom thude gidn co
khong khtr cuc).

Tac dung cua alcuronium tuong tu d—tubocurgrin (mot alkaloid tuy nhién), gay
gian co canh tranh (khong khir cuc), duge dung dé dét ndi khi quan va lam gian co
trong khi gdy mé€ d€ lam phau thuat. Thudc phong bé than kinh - co bang cach
cr;}nh tranh v&i acetylcholin o cac thu thé tqi ban van dong. Khi tiém tinh mach mot
lieu thich hop, co yéu chuyén sang liét mém hoan toan. Pau tién cac co nho, van
dong nhanh nhu co mat, ham, va thanh quan gian tru’('wc, ro1 dén cac co & cac chi,
thén, co lién suon, va sau cung la co hoanh. Lic d6 h6 hap ngimg. Cac co phuc hoi
lai thuong theo tha tu ngugc lai, va nhu vady co hoanh thuong }é co dau tiép trd lai
hoat dong. Chirc nang than kinh - co tr¢ lai binh thuong néu dung chét khang
cholinesterase nhu neostigmin. Thuf)c c6 thé gay giai phong histamin ¢ mot murc
dd nao do va phan tmg dang qua man da xay ra khi dung alcuronium. Thudc ciling
c6 mot sb tac dung lam liét giay than kinh d6i glao cam va co thé gdy tim dap
nhanh, giam huyét ap. Vi liéu thuong dung, su gidn co bat dau sau 2 phut va kéo
dai 20 - 30 phut. Khi dung duong tinh mach, alcuronium phéan bd rong rai khip cac
mo. Thudc khong bi chuyén hoa va duge thai trir chu yéu qua nude ti€u (khoang
80 - 85%), phan con lai (15 - 20%) bai xuat vao mat roi thai qua phan. Nira doi thai
trr cia alcuronium khoang 3 gio.

Chi dinh

Dung trong gay mé dé lam gian co tao diéu kién dat ndi khi quan va trong qua
trinh phau thuat. Dung trong chdm soc tang cuong d€ tao di€u kién ho trg hd hap
cho ngudi bénh khong dap tmg véi thude an than don doc (phai chac chan 1a nguoi
bénh da dugc an than day du va tuwong doi bot dau).

Chéng chi dinh

Suy than nang

Bénh nhuoc co

Than trong

Nguoi bénh bi suy ho hap, hoic mic cac bénh vé phél hodc suy yéu va mat
nudc. Phai hét stc than trong khi dung thudc phong bé than kinh co cho nhiing
ngudi bénh nay vi khong thé ludng trude dap tmg véi thude.
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Nguoi bénh co tién sir hen hodc qua man véi cac thudc phong bé than kinh -
co khac.

Su khang thudc c6 thé xay ra ¢ nguoi suy gan.

Nguoi bénh suy than, do thudc chil yéu thai qua nude tiéu.

Tac dung cta thudc ting 1én khi c6 nhiém acid ho hap, kali huyét giam, than
nhiét cao va tac dung giam khi ha than nhiét.

Thén trong khi dung alcuronium cho ngudi bi rdi loan chuyén héa porphyrin vi
da chung té duoc 1a thudc da tao ra porphyrin & dong vat.

Thoi ky mang thai

Ngudi bénh phau thuat md cét tr cung da dung alcuronium véi li,éu 15 - 30 mg,
tiém tinh mach trudc chuyén da 5 - 10 phut khong thay anh hudéng dén tré so sinh.

Nhu céc thude khac, nguodi mang thai chi nén dung néu that can.

Thoi ky cho con bu

Chi dung néu that can.

T4c dung khéng mong mudn (ADR)

Thuong gap, ADR > 1/100

Alcuronium giai phong histamin va gy phan (mg dang phan v¢, gy ban do,
ha huyét ap, nhip tim nhanh va co thét phé quan.

Giam nhu dong va truong luc cua da day - rudt.

It gdp, 1/1000 < ADR < 1/100

St cao 4c tinh.

Ngurng tho kéo dai do 1iét co lién suon.

Gian dong tr néu truyén thude lugng 16n. Trong vong 6 - 24 gio sau khi ngung

truyén, dong tr trd lai binh thuong. Diéu nay rat quan trong vi rat de nham véi
hién tuong chét ndo & nguoi bénh hon mé néu khong tham kham ky vé than kinh.

Hudéng dén cach xir tri ADR

Nhat thiét phai duy tri ho hap cho ngudi bénh cho t6i khi tw thé hoi phuc hoan
toan; ngoai ra, thuong cho neostigmin tiém tinh mach cung vo1 atropin dé€ thac day
héi phuc nhanh. Phai giam sat chat ché dé chic chin gian co khong tro lai. Khi
giam huyét ap nang can phai truyen dich va phai than trong khi dung thudc nang
huyét ap. bat nguoi bénh ¢ tu thé dé mau tinh mach tir cac co trd vé tim dé dang.
C6 thé cho mot thudc khang histamin trude khi cho thudc phong bé than kinh - co,
nhu v@y c6 thé ngan chan cac ADR do giai phong histamin ¢ nguoi bi hen hodc dé
bi co that phé quan (xem thém muc “Qua licu”).

Liéu lwong va cach ding

v Liéu lugng phu thudc vao tung nguoi bénh, tuy theo dap ing va co thé thay

ddi tuy theo thu thuét, cac thude da dung cho nguoi bénh va tinh trang nguoi bénh.
Can phai gidm sat muc do i€t ctia cac co dé giam nguy co qua licu.
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~ Ban d:?lu dung }iéu 150 - 250 microgam/kg, ti€ém tinh mach. Liéu bo sung: 1/6
dén 1/4 li€u ban dau dé dam bao tac dung gidn co keo dai thém tuong ty nhu lan
dau (khoang 20 - 30 phut).

Tré em: 125 - 200 microgam/kg thé trong.

Tré em va tré méi sinh can giam lidu vi c6 su ting nhay cam véi thude.

Nguoi bénh bi 2 phiu thuat trong vong 24 gid can dung liéu thap hon.

_ Ngudi bénh bi bong, lidu twong tmg voi do rong cua Yét bong va thoi gian sau
ton thuong. Néu bong trén 40% dién tich co thé, liéu can tang 1én 5 1an so voi
nguoi binh thuong.

Ngudi bénh cé phau thuat véi tudn hoan ngoai co thé, ndng do thudc & huyét
tuong ting dang ké, xp xi 4 1an binh thudng, can giam lidu trong cac truong hop
nay.

V61 nguoi bénh suy thén: Phai giam 1ié}l vi thudc thai trir chu yéu qua thén.
Tuy nhién, da dung liéu 160 microgam/kg thé trong cho nguoi ghep than ma khong
thay su c6. Thoi gian tac dung trung binh cua li€u nay kéo dai 37 phat. Cudi cung
c6 thé hoi phuc chire nang than kinh - co bang atropin va neostigmin.

Twong tac thudce

Dung phéi hop véi khang sinh: Tac dung cua alcuronium dugce kéo dai baoi
clindamycin, colistin, kanamycin, neomycin, polymyxin, streptomycin, tetracyclin,
tobramycin, framycetin, lincomycin, amikacin, gentamicin va nhiing khang sinh
aminoglycosid khac.

Dung phdi hop véi thube mé: Ether, cyclopropan, halothan, ketamin, metoxyfluran,
enfluran, isofluran, thiopental, etomidat kéo dai tac dung cua alcuronium.

P on dinh va bao quén

Dung dich 1% trong nude c6 pH tur 4,0 - 6,0.

Béo quan trong 19 kin, noi thodng mat.

Twong Ky

Tuong ky véi cac dung dich kiém, thi du cac dung dich barbiturat nhu natri
thiopental. Khong dung chung bom ti€ém hodc chung kim tiém v&i cac thude trén.

Qua lidu va xir tri

Ngung tho keo dai do liét co lién suon, co hoanh gay truy tim mach, va nhiing
tac dong do giai phong histamin, néu dung qua liéu.

Can hd trg ho hap cho dén khi ty thd duoc, mat khac, dung npostigmin
metylsulfat 2 - 3 mg hoac edrophonium clorid 10 mg tiém tinh mach phoi hop vai
atropin sulfat 0,6 - 1,2 mg.

Néu huyé:t ap giam manh nén truyén dich thay thé va dung than trong thudc
gay tang huyét ap.

Nén dung thudc khang histamin truéc khi phong bé thﬁ?kn kinh - co d’é ngan
chén tdc dung phu do histamin gay ra & ngudi bénh hen hay dé bi co that phé quan.
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ALDESLEUKIN
(INTERLEUKIN-2 TAI TO HQP)

Tén chung qudc té: Aldesleukin.

Ma ATC: LO3A CO1.

Loai thudc: Chét diéu bién dap tng sinh hoc, thudc chong ung thu.

Dang thuodc va ham luwong

Thudc tiém: Bét mau tréng, vo khuan, c6 chira 18 x 10° dvqt/mg aldesleukin,
doéng trong céc lo thuy tinh (5 ml).

Khi pha véi 1,2 ml nudc cat pha tiém, mdi ml dung dich c6 chtra 18 x 10° dvqt
(1 mg) aldesleukin, 50 mg manitol, 0,2 mg natri dodecylsulfat va dém natri
phosphat dé c6 pH 7,5 (trong khoang 7,2 - 7.8).

Duoe Iy va co ché tac dung

Interleukin-2 (IL-2) 1a mt cytokin duoc san xuét boi cac lympho bao T hoat
héa. No gin vao cac thy thé té bao T dé giy dap ung ting sinh va biét hoa thanh
céc té bao diét, duoc hoat hoda boi lymphokln (LAK) trong mau va cac lympho bao
tham nhiém vao khéi u (té bao TIL) tai cac u dic hiéu.

Duoc pham aldesleukin (interleukin-2 tai tq hop; rIL-2) la cac phén tir khong
glycosyl hoa, dugc tao ra bang cac k¥ thuat tai to hop DNA ¢ vi khuan Escherichia
coli. Loai IL-2 nguoi tai to hop nay khac voi IL-2 ty nhién ¢ cac dac di€m sau:

Phan t khong bi glycosyl hoa, vi do E. coli tao ra.

Phan tr khong c6 alanin N tan cung.

Trong phan tir c6 su thay thé serin cho cystein tai vi trf acid amin 125.

Su thay d6i ciia 2 acid amin ndy da tao ra mot san phém IL-2 dong nhét hon.
Cac hoat tinh sinh hoc cua aldesleukin va IL-2 tu nhién ctia nguoi (mot lymphokm
tao ra mot cach ty nhién) twong ty nhau; ca 2 deu diéu hoa dap u’ng mién dich. Su
dung aldesleukin cho thay lam | giam sy phat trién va lan rong cua khéi u. Co ché
chinh xac cua sy kich thich mién dich thong qua aldesleukin dé c6 hoat tinh chng
khoi u hién van con chua dugc biét ro.

Duoc dong hoc

Hap thu: Thudc khong hap thu theo dudng udng.

Sau khi ti€ém hodc truyén vao tinh mach, khoang 30% lidu dugc tim thay trong
huy€t tuwong. Thuoc nhanh chong duge phan bd vao khu vyc ngoai mach, di vao
phoi, gan, than va lach.

Phan bd: Hoat tinh sau khi tiém tinh mach: c6 thé do duoc interleukin-2 trong
dich ndo tuy cia nguoi bénh.

Chuyén héa: Hon 80% tong sd aldesleukin phan bd vao huyet tuong, thanh

thai ra khoi tuan hoan va ¢6 ¢ than duoc chuyén hoa thanh acid amin & cac té bao
ctia ong luon gan.
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Nitra doi phan b 13 13 phat; nira doi thai trir 1a 85 phut.
Thoit gian tdc dung: Su thoai trién khoi u co thé con tiép tuc cho dén tan 12
thang sau khi bat dau diéu tri.

Thai trir: Thue duge thanh thai ra khoi tudn hoan bang cach loc qua tiéu cau
than va duoc bai tiét theo nudc tieu. Toc do thanh thai trung binh & ngudi bénh
ung thu 1a 268 ml/phut.

Chi dinh

Ung thu biéu m6 té bao than giai doan lan tran.

Ung thu hic t6.

Bach cau cip thé tay.

U lympho 4c tinh khong Hodgkin.

Nhiém HIV.

Sarcom Kaposi.

Bénh phong.

Chéng chi dinh

Nguoi bénh ¢6 tién sir qua man véi interleukin-2 hodc bat cir thanh phan nao
trong ché pham aldesleukin.

Nguoi bénh co xet nghiém stress voi thali b.:flt thuong hodc cac xét nghiém
chirc nang phoi bat thuong khong duoc dicu tri bang aldesleukin. Nguoi bénh c6
co quan di ghép cting phai chong chi dinh. Thém nira, khong duoc diéu tri lai bang
aldesleukin ¢ cac nguoi bénh c6 biéu hi¢n nhiem ddc trong dot diéu tri trudce:

Bi nhip nhanh that (> 5 nhat bop).
R6i loan nhip tim khong kiém soat dugc hodc khong dap ung voi diéu tri.
_DPau nguyc tai phat v6i nhitng thay d6i dién tam dd, dau thit ngyuc ton tai hoic

nho1 mau co tim.

bat ndi khi quan trén 72 gio.

Cheén ép mang ngoai tim.

R6i loan chirc ning than dang phai loc than trén 72 gio.

Hoén mé hoic loan than do doc kéo dai trén 48 gio.

Pong kinh tai phat hoic khé kiém soat.

Thiéu mau cuc bd/rudt hodc thung.

Chay mau duong tiéu hoa doi hdi phai phau thuat.

Than trong

Aldesleukin c6 doc tinh rat cao. Ddc tinh cua IL-2 ¢ thé 1a do lam giai phong
cac cytokin nhu TNF-a, IFN-y, IL-1, IL-6 va IL-8.’ Cac tac dung phu cua
aldesleukin hay xay ra, thuong 1a ndng va doi khi gay chét nguoi. Ty 1€ tir vong do
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doc tinh cua thude ¢ bénh nhan 1a 4% do nhdi mau co tim, suy hé hip, nhiém doc
¢ bd may ti€u hoa hodc nhiém khuan huyét. Poc tinh ctia IL-2 ty 1€ voi liéu dung
va phac do diéu tri. Dung li€u thap va truyén lién tuc hodc tiém dudi da dugce nhicu
nguoi ua chudng hon 1a dung liéu cao hoac dung mét lan vi c6 hi€u qua va an toan,
nhat la vo1 bénh nhan ngoai tru.

Céc triéu ching gap ¢ moi bénh nhan dung IL-2 lidu cao 1a mét moi toan than,
sot, rét run, nhugc co. Tuy co thé lam giam cac triéu chimg nay bang acetaminophen,
indomethacin, meperidin nhung chiung van la nhitng nguyén nhan khién phai
ngung dung thude

Ngudi bénh cén c6 chitrc ning tim, phdi, gan va than kinh trung wong binh
thuong khi bat dau diéu tri. Nguoi bénh da cat than van c6 thé dugc chon dé dicu
tri néu nong do creatinin huyét thanh < 1,5 mg/decilit.

Tac dung khoéng mong mudn hay gip va thudng ning, déi khi gay tir vong.

Hoi chtng rd ri mao mach xuét hién ngay sau khi bt ddu dung aldesleukin, do
tang sy thoat mach cua protein va dich, giam truong lyc mach mau. O da s6 nguoi
bénh, diéu nay dan dén giam dong thoi huyet ap dong mach trung binh trong vong
2 dén 12 gio sau khi bat dau diéu tri. Néu tiép tuc dung thudc thi s& xay ra huyet ap
ha mot cach dang ké trén 1am sang (duoc x4c dinh khi huyét p tam thu thip hon
90 mmHg hoic giam 20 mmHg so voi huyét 4p tAm thu co ban cta ngudi bénh) va
hién tuong giam tudi mau s€ xdy ra. Thém vao do, su thoat mach cua protein va
dich vao khodng ngoai mach s& dan dén phu va tran dich.

Phai dic biét than trong khi dung thudc cho ngudi c6 van dé vé tim va phoi.

Thoi ky mang thai

Chua c6 nghién ctru trén ngudi mang thai.

Su nguy hiém cho thai bao gdm ca cic phan tng khong mong muén thdy &
nguoi 16n dung thudc. Puogc khuyén cdo nén sir dung thudce ngtra thai trong thoi ky
diéu tri chong khoi u noéi chung.

Thoi ky cho con bu

Chua biét aldesleukin c6 duoc phan bd vao sita hay khong, vi da sb thude dugc
bai tiét qua sitra me va vi aldesleukin c6 tiém niang gy ADR cho tré bu sira me
dung thudc, nén can can nhic phai ngung thudc hay ngimg cho tré b, co tinh dén
mirc d6 quan trong ctia dung thudc dbi voi ngudi me.

T4c dung khéng mong mudn (ADR)
Thuong gap, ADR > 1/100

Tim mach: Loan nhip, nhip nhanh xoang, phu bao gém ca phu ngoai vi ¢6 tri¢u
chiing cheén ép day than kinh hoac mach mau, ha huyét ap, hoi chimg ro ri mao mach.

Than kinh trung wong: Chong mat, dau, sbt, on lanh, kho chiu, yéu ot.
Da: Kho da, ban d6 dang dat, ngtra.
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Tiéu hoa: Budn nén, ndn, ting can, ia chay, viém miéng, in kém ngon miéng.

Huyét hoc: Thiéu médu, giam tiéu ciu, ting bach cau lympho, giam bach cau,
tang bach cau ua acid.

Ho hap: Phu phoi, sung huyét phoi, tran dich mang phoi, kho tha.

Thén: Thiéu niéu, vo niéu.

Gan: Vang da.

Noi tiét va chuyén hoa: Thiéu ning giap trang.

Khac: Nhiém khuan, thay di trang thai tim than.

It gép, 1/1000 < ADR < 1/100

Tim mach: Thiéu mau cuc bd co tim hodc nhdi méau co tim.

Than kinh trung wong: Pau dau.

Da: Rung téc, viém da troc vay.

Tiéu hoa: C trudng, chady mau duong ti€u hoa, viém ludi, hoai tir rudt hodc
thung rudt do thi€u mau cuc b, tdo bon.

Ho hap: Suy ho hip, thd nhanh, thd kho khe.

Co xuong: Pau khédp hoac dau co.

Thi giac: Nhin m¢ hoac nhin doi.

Hiém gdp, ADR < 1/1000

Tim mach: Suy tim sung huyét, viém ndi tam mac, viém co tim, bénh 1y co
tim, tran dich mang tim.

Huyét hoc: Huyét khdi.

Than kinh: Hon mé, dong kinh, dot quy

Khac: Hoai tir, dau hoac téy do noi tiem.

Hudéng din cach xir tri ADR

Piéu tri hoi ching ro ri mao mach trude hét phai theo ddi lugng dich cua
nguoi bénh va tinh trang tudi mau co quan. Piéu nay dugc thuc hién bang cach
thuong xuyén do huyét &p, mach va theo doéi chirc nang cac co quan bao gobm danh
gid trang thai than kinh va lugng nudc ti€u. Pat catheter va theo doi ap luc tinh
mach trung tam dé danh gia sy gidm thé tich mau.

Can phai linh hoat trong viéc stir dung dich va thudc tang ap dé duy tri sy tudi
mau co quan va huyet ap. Do viy, phai that than trong trong viéc diéu tri nguoi
bénh ¢ yéu cau bat budc phai sit dung mét luong dich 16n (vi du ngudi co ting
calci mau).

Ngudi bénh bi giam thé tich mau duogc diéu tri b.'?lng cach truyén tinh mach
dich dudi dang dung dich hoac dich keo. Thuong truyén dich tinh mach khi ap suat
tinh mach trung tdm duéi 3 - 4 cm H,O (do ¢ tinh mach chu trén), dudi 8 cm H,O
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(do & tinh mach chii dudi). Dé hiéu chinh giam thé tich mau phai truyén nhiéu dich
theo duong tinh mach, nhung can than trong vi néu ding nhiéu dich ma khong
kiém soat c6 thé dan dén phu né va tran dich.

Diéu tri phu, cd truong hoac tran dich mang phé)i phu thudc vao viéc can béng
than trong hiéu qua cua viéc chuyén doi cac dich, dé hodc khong gay ra giam thé
tich mau (vi du tudi mau co quan bi thiéu) hoic khong gay @ dich (vi du phu phdi).

Khi theo ddi chtrc ning phdi néu thay ap suit oxygen dong mach (P,0,) giam
phai cho nguo1 bénh thé oxygen.

Dung aldesleukin ¢ thé gay thiéu mau va/hodc giam tiéu ciu. Can truyen
hdng cau dé giam bot thleu mau, dong thoi dam bao kha nang van chuyén ti da
oxygen. Truyen tiéu cau dé gidi quyet viéc giam sO luong tiéu cau tuyét dbi va
gidm duoc nguy co chay mau duong ti€u hoa.

Hoi chimg gia cam: Diéu tri bang paracetamol hodc mét thudc chdng viém
khong steroid (nhu’ ibuprofen indomethacin) dﬁng ngay trugc khi bat dau liéu phép
aldesleukin va tiép tuc cho dén 12 gid sau lidu thube cu6i cung. Nho do c6 thé giam
thiéu nguy co giy ra st va/hodc mirc 46 niang cta sdt, cling nhu mot sd cac tridu
ching gia cim hodc cac tac dong phu khac. Trong cac thir nghiém lam sang, nguoi
ta con dung meperidin dé kiém soat triéu chimg rét run lién quan toi sot.

Anh hudng d6i voi gan: Nhitng tac dung khong mong muén ddi véi gan néi
chung c6 thé giam trong vong 5 - 7 ngay sau khi ngung st dung aldesleukin.

C6 thé dung cac thuée chdng nén va chdng ia chay dé diéu tri cac tic dung phu
doi véi h¢ ti€u hoa. Cac tdc dung nay cling c6 thé hét sau 12 gio khi dung liéu
aldesleukin cudi cung.

Nhitng diéu déc biét quan trong khi theo déi ngueoi bénh:

Trong lugng co thé;

Dién giai 6 huyét thanh;

Cac diu hiéu séng: Nhiét do, mach, huyét ap va tan sb tho:

Churc nang tim, ké ca test véi thali;

Hematocrit hodc hemoglobin, $6 lugng bach cau (téng s6 va cong thuc bach
cau); so luong ti€u cau;

Churc nang gan;

Churc nang than;

Chtrc ning phoi bao gom khi mau dong mach;

Chtrc ning tuyén giap.

Liéu lwong va cach ding

Pé han ché cac tac dung phu, trude khi tiém aldesleukin can dung cac thudc
sau: 1) thuoc khang H,; 2) thuéc chong non; 3) thude chong ia chay; 4) khang sinh
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phong boi nhiém. Nén dung cac thudc trén thém t6i 12 gid sau khi dung liéu
aldesleukin cudi cung.

Ung thir biéu mé thin:

Mdi dot diéu tri gém c6 2 chu ky 5 ngay, cach nhau boi mét khoang nghi 9
ngay. Cir 8 gio truyén tinh mach trong 15 phat, liéu 600 000 don vi/kg (0,037
mg/kg) v6i tong cong t6i da 1a 14 heu Sau dot nghi 9 ngay, lap lai phac do trén.
Mot dot diéu tri toi da 1a 28 lidu. Néu khoi u thuyén giam va khong co chéng chi
dinh thi c6 thé dung lai mét dot nira sau 7 tun.

~ Hodc: Liéu 720 000 don vi/kg ctr 8 gio mot liéu x 12 lidu. Sau 10 - 15 ngay co
thé 1ap lai dot 2.

U hdc to:

Pon tri liéu: Liéu 600 000 don vi/kg cir mdi 8 gio dung 1 liéu x 14 licu (t6i
da). Sau 9 ngay lap lai dot 2 (tong cong 2 dot 1a 28 li€u). Néu ton thuong thuyén
gidm va khong c6 chong chi dinh thi sau 7 tuan c6 thé dung thém 1 dot nira.

Hoac: }iéu 720 000 don vi/kg ctr mdi 8 gid dung 1 lidu x 12 - 15 liéu. Sau 14
ngay co thé 1ap lai dot thir 2.

Két hop v6i hoa tri lidu: 1) 9 triéu don Vj/mz‘ dién tich da/ngély,‘truy‘én tinh
mach lién tuc 24 gio trong 4 ngay. Nghi 3 tuan r‘éi lap lai dot 2. Diéu tr1 4 dot;
hodc 2) 9 triéu don vi/m® dién tich da/ngay, truyén tinh mach lién tuc 24 gio tu
ngay 5 dén ngay 8, tu ngay 17 dén ngay 20 va tir ngay 26 dén ngay 29; moi chu ky
42 ngay % 5 chu ky; hoac 3) 9 triéu don Vi/‘m2 di¢n tich da/ngay, truyén tinh mach
lién tuc 24 gio trong 4 ngay; lap lai sau 3 tuan; dieu tri lam 6 dot (chu ky).

Bach cdu cdp thé tiy ¢ tré em:

9 triéu don vi/m* dién tich da/ngay, truyén tinh mach lién tuc 24 gid trong 4

ngay. Sau dot nghi dai 4 ngay truyén 1,6 triéu don vi/m” dién tich da/ngay, truyén
tinh mach lién tuc 24 gio trong 10 ngay lién tuc.

Twong tic thudce

Giam doc tinh: Corticosteroid lam giam doc tinh cua aldesleukin nhung khong
nén dung vi ¢6 thé gidm hic¢u luc ctia lymphokin.

Tang doc tinh: Aldesleukin c6 thé anh hudng dén than kinh trung wong; boi
vay, tuong tac thudc cd thé xay ra néu st dung dong thoi vai cac thuéc hudng than
(vi du thude ngu, thuoc giam dau, chong non, thudc an than).

Cac thube chen beta va cac thude chdng ting huyét ap co thé 1am ha huyét ap
tram trong thém khi dung cung véi aldesleukin.

Tuong tac mugn voi thudc can quang cé iod: Cac phan u’ng cap: sot, rét run,
budn ndn, ndn, ngira, ndi ban, ia chay, ha huyét ap, phu, thiéu ni¢u c6 thé gap trong
vong 1 - 4 gid sau khi dung thude can quang c6 iod, nhung da s6 nhirng phan ing
nay dugc thong bao xay ra khi dung thudc can quang co iod trong vong 4 tuan
hodc nhiéu thang sau liéu dung aldesleukin cubi cing.
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P on dinh va bao quén

Bdo quan: Giit & nhiét do 2 - 8°C, trir khi c6 huéng dan dic biét khac ctia nha
san xuat. Tranh dé dong lanh.

Cdch pha thubc tiém:

Aldesleukin tiém duoc pha dé dung theo duong tinh mach hodc dudi da bang
cach thém 1,2 ml nudc cat vo khuan tiém vao lo (bom truc tiép dich pha thuoc vao
thanh lo va xoay nhe dé tranh lam ndéi nhiéu bot) nham tao ra dugc mét dung dich
trong, khong mau c6 chura 18 tri¢u don vi cho moi ml. Khong duogc lac lo thudc.

Pé truyén tinh mach nhanh, can phai pha lodng thém dung dich di pha nay vao
50 ml dung dich tiém dextrose 5%.

D¢ 6n dinh: Dung dich d pha va hoa lodng phai dé ta lanh vi thudc khong
chtra chat bao quan. Dung dich da pha can dugc stir dung trong vong 48 gi¢. Thuoc
dung con thtra phai loai bo.

Twong Ky

Khong str dung nudc cat tiém co chat kim khuan hodc dung dich natri clorid
0,9% d¢€ pha thuoc vi s€ lam tang két tua thuoc.

Qua lidu va xir Iy

Cac tac dung phu xay ra khi dung aldesleukin thudng lién quan véi lidu. Sir
dung nhi€u hon liéu khuyén cao thuong lam xuat hi¢n cac ddc tinh nhanh hon. Cac
tac dung phu noi chung s€ hét khi ngurng thuoc vi ntra doi cua thudc ngan.

Can diéu tri hd trg ddi véi bat cu tricu chirng nao van con kéo dai. Cac doc
tinh de doa tinh mang dugc cai thién bang cach tiém tinh mach dexamethason, tuy
nhién thudc nay c6 thé lam gidm hi€u qua diéu tri cia aldesleukin.
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ALENDRONAT NATRI
(Muoi natri cua acid alendronic)

Tén chung quoc té: Alendronic acid.

Ma ATC: M05B A04.

Loai thudc: Chat tic ché tiéu xuong.

Dang thudc va ham luong

Vién nén: 5 mg, 10 mg, 40 mg, 70 mg; dung dich udng: 70 mg (dudi dang
alendronat natri).

Duoc Iy va co ché tac dung

Alendronat 1a mdt aminobisphosphonat tong hop, mot chat dong dang cua
pyrophosphat, c6 tdc dung dac hi¢u trc ché ti€u xuong. Khac véi pyrophosphat
nhung gidng etidronat va pamidronat, alendronat khong bi cidc phosphatase thuy
phan. Céac nghién curu tién 1dm sang cho thay alendronat tich tu chon loc & cac vi
tri tiéu xuong dang hoat dong, noi ma alendronat rc ché sy hoat dong cua cac huy
cot bao. Alendronat gan vao xuong va c6 nura do1 dao thai cudi cung kéo dai tdi
trén 10 nim; tuy nhién alendronat van c6 hoat tinh duoc ly khi gin vao khung
xuong. Cac nghién ctru 1am sang cho thay diéu tr1 bang alendronat c6 thé 1am ting
dang ké khéi lugng xuong & xwong cot sdng, ¢ xwong dui va mau chuyén. Trong
cac nghién ctru 14m sang & phu nit man kinh tir 40 dén 85 tudi bi lodng xwong
(duoc xac dinh 1a c6 khoi lugng xuong thap, it nhat 1a 2 d§ 1éch chuan dudi trung
binh cua thoi ky trude man kinh), diéu tri bang alendronat lam gidm dang ké s6 lan
gdy dot song sau 3 nam dung thudc. Mat do chat khoang & xuong tang ro sau 3
thang di€u tri bang alendronat va con tiép tuc trong sudt qua trinh dung thuoc. Tuy
nhién sau 1 - 2 nam di€u tri, néu ngung liéu phéap alendronat thi khong duy tri duoc
su tang khoi lugng xuong. Bi€u d6 ching té phai lién tuc di€u tr1 hang ngay mai
duy tri dugc hi€éu qua chira bénh.

Duoc dong hoc

Alendronat dugc hip thu it theo dudng udng. Hap thu thudc giam baéi thirc an,
bdi cac chat chira calci hay céac cation da hoéa tri. Kha dung sinh hoc duong uong
khoang 0,4% néu udng 30 phit trude khi an; va hau nhu khong dang ké néu uéng
trong vong 2 gio sau khi an. Khoang 78% thudc dugc hap thu gan vai protein huyét
tuong. Thudc khong bi chuyén hoa; khoang mot ntra thuoéc dugce hap thu duge dao
thai qua nudc ti€u; nira con lai dugce gitr lai & xuong trong mot thoi gian dai.

Chi dinh

Piéu tri va dy phong lodng xwong & phu nit man kinh, diéu tri lodng xuong &
dan ong. Trong di€u tri lodng xuong, alendronat lam tang khoi lugng xuwong va
ngan ngura gay xuong, ké ca khdp hang, co tay va dot song (gay do nén dot song).
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Du phong lodng xwong cho phu nit ¢6 nguy co mic lodng xuong hoic cho
ngudi mong mudn duy tri khoi lugng xuong va gidm nguy co gay xuong sau nay.

Dy phong va diéu tri lodng xuong do dung corticosteroid.

Diéu tri bénh xwong Paget: cho ngudi bi bénh Paget co phosphatase kiém cao
hon it nhat hai 1an gidi han trén cua binh thudng, hodc nguoi co tri€u ching bénh,
hodc nguoi c6 nguy co mac bién ching sau nay do bénh do.

Chéng chi dinh

Di dang thuc quan (vi du hep hodc khong gian tdm vi) lam cham thao sach
thuc quan.

Khéng c6 kha ning ding hodc ngdi thang trong it nhat 30 phut; ngudi c6 nguy
co sac khi uong.

Mic bénh & duong tiéu hoa trén (khé nudt; bénh thuc quan; viém loét da day ta
trang).

Qua man voi bisphosphonat hodc voi bat ky thanh phan nao trong ché pham.

Giam calci huyét.

Suy than nang.

Than trong

Pi c6 bao cdo vé cac bién cd ¢ thuc quan, viém thuc quan, loét thuc quan, trot
thuc quan, doi khi kém véi chdy mau, & nguoi bénh dang dicu tri bang alendronat.
Trong mdt sO truong hop, nhitng bién ¢ nay bi ndng, phai nam vién. Vi vay, thay
thudc va bénh nhan phai canh giac trudc moi dau hi¢u hodc tri€u chirng bao hi¢u
phan Ung cua thuc quan (kho nudt, nuét dau hoac théy bong rat sau xuong c);
bénh nhan can bao ngay cho thay thudc va ngimg udng alendronat Nguy co mac
blen cb nang vé thuc quan gip nhleu hon ¢ nhiing nguoi bénh nam ngay sau khi

ubng alendronat va/hoic khong nuét vién thude vdi mot coe nude day (180 - 240 ml)
va’hoac van ti€ép tuc uong alendronat sau khi da thay nhiing tri¢u ching cta kich
ung thuc quan. Vi vay vi¢c cung cap nhiing chi dan day du vé dung thudc cho
nguoi bénh hiéu dugc la rat quan trong.

Vi alendronat c6 thé kich tng niém mac dudng tiéu hoa trén va kha ning lam
cho bénh xau di, can than trong khi dung alendronat & nguoi bénh c6 bénh 1y dang
hoat dong v€ duong ti€u hoa trén (thi du khé nudt, cac bénh thuc quan, viém da
day, viém ta trang hodc loét).

Phai diéu tri chting giam calci huyét truéc khi bat dau diéu tri bang alendronat.
Ciling phai diéu tr1 mot cach hi€u qua céac ro1 loan khac vé chuyén hoa vo co (thi du
thi€u hut vitamin D).

Phai chi din nguoi bénh bd sung calci va vitamin D, néu lugng hang ngay
trong khau phan an khong du.
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Thoi ky mang thai

Thong qua tac dung trén cAn bang calci ndi méi va chuyén héa xuong,
alendronat c6 thé gdy ton hai cho bao thai hodc cho tré méi sinh. Pa thdy nhiing
truong hop dé kho va tao xuong khong hoan chinh trong nhitng nghién ctu trén
dong vat. Khong loai trir diéu d6 cling c6 thé lién quan dén ngudi, nén khong duoc
dung alendronat trong thoi ky mang thai.

Thoi ky cho con bu

Khéng biét alendronat c6 bai xuat vao sita me hay khong. Vi nhiéu thudc bai
xuat vao stra me, can than trong khi dung alendronat cho phu nir dang trong thoi ky
cho con b.

Tac dung khong mong muén (ADR)

Trong cac nghién ctru 1am sang, cac phan ung c6 hai do dung alendronat
thuong nhe va noi chung khong can phai ngung thuoc. Ty 1€ tdc dung khong mong
muodn tang dang ké & nguoi dicu tri bénh xuwong Paget véi lieéu 40 mg/ngay, chu
yéu la tac dung khong mong mudn ¢ duong ti€u hoa.

Thuong gap, ADR > 1/100

Heé than kinh trung wong: Nhuc dau (2,6%); dau (4,1%).

Tiéu héa: Pay hoi (2,6%); trao nguoc acid (2%); viém loét thuc quan (1,5%);
nudt kho, chudng bung (1%), ia chay.

It gdp, 1/1000 < ADR < 1/100

Da: Ban, ban do (hiém).

Ti€u héa: Viém da day (0,5%).

Hiém gdp, ADR < 1/1000

D1 tng v61 alendronat noi riéng va bisphosphonat noi chung.

Ao thinh, rdi loan thi gidc. Hoai tir xwong ham, hu khép ham. Cé thé giy
xuong dui khi dung thuoc kéo dai.

Liéu lwong va cach ding

Alendronat dung theo dudng uéng. Dé dé hap thu alendronat, phai udng thude
vao buoi sang; uong voi nhiéu nudc (khoang 180 - 240 ml; khong dung nudce
khoang). Uong thuoc xong phai doi it nhat 30 phit r61 méi an, uéng, hodac dung
mat thudc khéc; nhu thé s€ lam alendronat dugc hap thu tot hon. Ngay ca khi uéng
thuoc véi nude cam hoac ca phé thi sy hap thu cta alendronat ciing bi giam 10 rét.
Phai huéng dan nguoi bénh khong mit hoac nhai vién nén alendronat. Phai hudng
dan ngudi bénh khong duge nam trong it nhat 30 phuat sau khi uéng alendronat dé
thudc vao da day dé dang va gidam nguy co kich img va gay ton thuong thuc quan
(viém, loét, trgt, thung). Ngoai ra, phai hudéng dan nguoi bénh khéng udng
alendronat vao luc di ngu hoac trudce khi day trong ngay.
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Trude khi bat dau dung alendronat, phai diéu tri chimg giam calci huyét va
nhiing ro1 loan dnh hudng dén chuyén hoa chat khoang nhu thiéu vitamin D, suy
tuyén gidp. Can theo ddi calci huyét trong qua trinh diéu tri bang alendronat. Co
thé dung két hop véi vitamin D trong tri liu.

Piéu tri loang xwong cho phu nir man kinh va cho dan ong, lidu khuyen cao la
10 mg mot 1an mdi ngdy. Hodc 70 mg udng 1 lan, m01 tuan 1 1an; néu quén udng
thi udng bu ngay sang ngay hom sau khi nhg; khong udng 2 liéu trong mot ngay.

Tinh an toan va hi€u qua cua alendronat & nam gidi loang xuong hodc & tré em
chua duoc xac dinh.

Pé dy phong lodng xwong & phu nit sau man kinh, liéu khuyén céo 1a 5 mg
mdt 1an moi ngady. Tinh an toan cua dicu tri hodc dy phong loang xuong bang
alendronat dung kéo dai trén 4 ndm chua dugc nghién ctru; cac nghién ctru kéo dai
dang dugc tién hanh.

Pé dy phong va diéu tri lodng xwong do ding corticosteroid: Liéu khuyén céo
la 5 mg moéi ngay véi phu nit sau man kinh c6 dung li€u phép thay thé hormon;
litu 10 mg mo1 ngay véi phu nit sau man kinh khong dung li€u phap thay thé
hormon.

Pé diéu tri bénh xwong Paget, lidu alendronat thuong dung cho ngudi 16n 13
40 mg mot 1an moi ngay trong 6 thang. Co thé di€u tri lai bénh xuong Paget bang
alendronat cho nhirng nguo1 bénh bi tai phat qua danh gia sau diéu tri 6 thang, dua
vao sy tang phosphatase kiém trong huyét thanh (mot chi s6 can dinh ky xét
nghiém).

Chii y: Khong can thiét phai diéu chinh lidu cho ngudi cao tudi hoic cho
nhitng nguoi bi suy thin tor nhe dén vua (do thanh thai creatinin tir 35 to1 60
ml/phut).

Khong khuyén cao dung alendronat cho ngudi bi suy than nang hon (46 thanh
thai creatinin < 35 ml/phtt) do con thiéu kinh nghiém.

Vi da c6 bang chimg 13 alendronat khong chuyén hoa hodc bai xuat vao mat,
nén khong c6 nghién ctru nao dugce tién hanh & nguoi bénh suy gan. Diéu chinh
liéu dung 1a khong can thiét trong truong hop nay.

Twong tic thude

Estrogen: An toan va hiéu qua cta viéc sir dung dong thoi liéu phap thay thé
hormon va alendronat cho phu nir sau man kinh chua dugc xac dinh, vi vay khuyén
cao khong nén dung dong thoi.

Sita, cac chat bd sung calci, magnesi hodc cac thudc chira nhom (chdng acid):
C6 thé lam giam hap thu alendronat. Vi vay nguoi bénh phai cho it nhat nira gio
sau khi udng alendronat méi dung bat ky thuéce nao khéc.

Ranitidin tiém tinh mach 1am ting sinh kha dung alendronat duong uéng.
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Thudc chéng viém khoéng steroid (NSAID): Dung phédi hop véi alendronat co
thé tang nguy co loét da day, nén phai than trong khi phoi hop.

Sat: Thudc udng co sat 1am giam hap thu alendronat

Khang sinh aminoglycosid: Tang nguy co giam calci huyét néu duoc dung
dong thoi.

P on dinh va biao quan

Bao quén trong d6 dung kin & nhiét d6 phong (15 - 30°C).

Qua lidu va xir tri

Khong c6 thong tin riéng biét vé diéu tri qua liu alendronat Giam calci huyét,
giam phosphat huyét, va cac phan ung khong mong mudn & dudng tiéu hoa trén
nhu 161 loan tiéu hoa ¢ da day, o nong, viém thuc quan, viém hoac loét da day co
thé do udng qué liéu alendronat. Nén cho dung sita va cac chat khang acid dé lién
két alendronat. Do nguy co kich ung thuc quan, khong dugc gdy nén va nguoi
bénh van phai ngoi thing ding. Tham tach khong c6 hidu qua.

Théng tin quy ché

Alendronat natri cé trong Danh muc thudc chu yéu st dung tai cac co sé kham
chita bénh, nam 2008.
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ALOPURINOL

Tén chung quoc té: Allopurinol.

Ma ATC: M04A AOI.

Loai thudc: Thudc chdng gut.

Tén thwong mai: Inaloric, Zyrimax, Aloprim, Zyloric, Zyloprim, Allorin,
Progout, Apurin, Milurit, Purinol.

Dang thuodc va ham luong:

Vién nén 100 mg, 300 mg.

Lo bot alopurinol natri 500 mg (dé pha dung dich truyén tinh mach).

Dugc Iy va co ché tac dung

Alopurinol va chat chuyén hoa cua né 1a oxipurinol lam giam san xudt acid
uric do e ché xanthin oxidase la enzym chuyén hypoxanthin thanh xanthin va
chuyén xanthin thanh acid uric. Do d6 alopurinol lam giam néng d¢ acid uric ca
trong huyé€t thanh va trong nudc ti€u. Nong do xanthin oxidase khong thay doi khi
dung alopurinol kéo dai. Alopurinol ciling lam tidng tai st dung hypoxanthin va
xanthin dé tong hop acid nucleic va nucleotid, két qua lam tang nong do nucleotid
dan toi irc ché phan hoi lan nira tong hop purin. Nong do acid uric trong huyét
thanh thudng giam c6 y nghia trong vong 2 - 3 ngay sau khi dung thudc, dat ndng
d6 thap nhat sau 1 - 3 tuan diéu trj va tro lai gia tri nhu trudce khi diéu tri sau khi
ngimg thudc 1 - 2 tudn. Luu lwgng purin nude tiéu binh thuong hau nhu hoan toan
la acid uric, nhung sau khi di€u tri bang alopurinol, nudc tiéu thai ra acid uric,
xanthin va hypoxanthin, mdi chat nay c6 do tan riéng r€. Nhu v@y nguy co bai ni¢u
tinh thé giam, nguy co ndy cang giam néu kiém héa nudc tiéu.

Do lam giam ndng d6 cua acid uric ca trong huyét thanh va nudc tiéu & dudi
gi6i han d6 tan, alopurinol ngin ngtra hodc lam giam su ling dong urat, do d6 ngin
ngira sy xay ra hodc tién trién ctia ca viém khdp trong bénh gat va bénh than do
urat. O bénh nhan bi gat man tinh, alopurinol co thé ngan ngtra hodc 1am giam su
hinh thanh san urat (hat tophi) va cac thay d6i man tinh 6 khop. Sau vai thang dleu
tri, lam giam tan suat clia cac con gut cap, lam giam nong dd urat trong nudc tleu
ngan ngura hodc gidm sy hinh thanh cta soi acid uric hoac calci oxalat ¢ than.

Alopurinol khéng c6 tac dung giam dau va chéng viém nén khong dung trong
diéu tri cac dot gut cap. Thuoc co the lam viém keo dai va nang Ién trong dot cap.
Alopurinol c6 thé lam ting tan sudt cac dot cdp trong 6 - 12 thang dau diéu tri,
ngay ca khi da duy tri dugc ndng do urat huyét thanh binh thudng hodc gan binh
thuong. Do do, can phai cho colchinin lidu du phong dong thoi trong 3 - 6 thang
dau liéu phap alopurinol. Méc du vay, con cip van c6 thé xay ra, nhung con ngan
hon va nhe hon. Van phai tiép tuc diéu tri alopurinol, khong thay do6i liéu.
Alopurinol khong dugc dung trong tang acid uric mau khong c6 tri€u chung.
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Gan day, alopurinol dugc dung dé ngan chan sy phat trién cua cac goc tu do
superoxid (stress oxy héa) trong mot s6 phau thuat v€ tim, da co mot so két qua.
Alopurinol liéu thip ciing di dugc dua vao mot sb phac d6 trc ché mién dich trong
ghép than hoic 1a thanh phan cua dung dich bao quan than.

Alopurinol duge phdi hop voi pentavalent antimony dé diéu tri bénh
Leishmania ndi tang. Alopurinol ¢6 tac dung chong don bao va duoc ding trong
bénh Leishmania va bénh do Trypanosoma chau My.

Duoc déng hoc

Sau khi ubng, khoang 80 - 90% liéu uéng dugc hip thu nhanh qua duong tiéu
héa. Nong d6 dinh trong huyét tuong dat duge sau 2 - 6 gidr ¢ lidu thudng dung.
Khoéang 70 - 76% alopurinol dugc chuyen héa chil yéu ¢ gan thanh oxipurinol.
Alopurinol va ox1pur1nol khong gin voi protem huyét tuong.

Sau khi uéng mot liéu 300 mg, néng do cao nhat trong huyét tuong cua
alopurinol khoang 2 - 3 mcg/ml va cua oxipurinol khoang 5 - 6,5 mcg/ml, co6 thé
tang 1én dén 30 - 50 mcg/ml & bénh nhan suy than.

Nira doi trong huyét twong cua alopurinol khoang 1 - 3 gid, cua oxipurinol
khoang 12 - 30 gio, kéo dai r0 rét & bénh nhan suy than. Ca alopurinol va
oxipurinol dugc lién hop thanh dang ribonucleosid tuong ing cia chung.
~ Thai tru chu yéu qua thdn nhung thai cham do oxipurinol dugc tai hap thu ¢
ong than. Khoang 70% li€u dung hang ngay dugc thai tru trong nudc ti€u la
oxipurinol va t6i 10% la alopurinol. Dung kéo dai c¢6 thé thay doi ty 1¢ nay, vi
alopurinol trc ché chuyén hoa cua chinh né. Phan con lai cua li€u dung dugc thai
trir qua phan. Ca alopurinol va oxipurinol dugc tim thay trong sita me.

Chi dinh

Diéu trj 1au dai tang acid uric mau do viém khép gat man tinh.

Bénh sé1 than do acid uric (kém theo hoac khong kém theo viém khdp do gut).

Diéu tri soi calci oxalat tai phat & nam c6 bai tiét urat trong nudc tiéu trén 800
mg/ngay va 750 mg/ngay.

Tang acid uric mau khi dung hoa tri li€u di€u tri ung thu trong bénh bach cau,
lympho, u 4c tinh déc.

Chéng chi dinh

Gut cap (néu c6 dot gut cap xay ra trong khi dang dung alopurinol, van tiép tuc
dung alopurinol va di€u tr1 dot cap riéng ré).

Tang acid uric huyét don thuan khong c6 triéu ching.

Man cam véi alopurinol.

Than trong

Diéu tri nén ngung ngay lap tirc néu co bat ky phan tmg nao ¢ da hodc cac dau

hiéu khéc ctia sy man cam. Khong dung lai thuéc & nhitng bénh nhan dd man cam
vé6i thude.
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Theo d&i thuong xuyén chirc ning gan, than, mau. Giam liéu ¢ bénh nhan suy
gan hodc suy thén. Luu ¥ nhimg bénh nhén dang diéu tri bénh ting huyét ap, suy
tim hodc dai thiao duong, nguoi cao tudi vi ciing co6 thé cé suy than.

Pé giam nguy co ling dong xanthin ¢ than, phai dam bao uéng mdi ngay 2 - 3
lit nuée.

Than trong khi l4i xe hodc van hanh may moc vi thube cé thé gay budn ngu.

Luc dau nong do urat va acid uric trong huyét tuong co thé ting do hoa tan cac
tinh thé lang dong, diéu nay c6 thé gdy ra hodc lam nang thém dot gut cap, do do
khong bét dau dung alopurinol cho dén khi dot gut cap da giam hoan toan. Diéu tri
nén bat dau véi lidu thip, ting tir tir. Dung colchicin hodc thudce chong viém khong
steroid (nhung khong dung aspirin hodc salicylat) tur khi bat dau dung alopurinol
va tiép tuc cho dén it nhat 1 thang sau khi tinh trang ting acid uric mau da duoc
diéu chinh vé binh thuong, thuong 14 trong 3 thang.

Thoi ky mang thai

Mac du khong c6 nhiing nghién ctru c6 kiém chimg va day du vé st dung
alopurinol ¢ phu nir c6 thai nhung da thay quai thai trén chudt khi dung alopurinol
tiém mang bung li€u 50 mg/kg hodc 100 mg/kg vao cac ngay 10 hodc 13 cua thoi
ky c6 thai. Alopurinol chi nén dung trong thoi ky c6 thai khi that sy can thiét.

Thoi ky cho con bu

Alopurinol va oxipurinol dugc phan bd vao trong stra me, phai dung than trong
¢ phu n@ cho con bu. Mac du oxipurinol dugce tim thay trong huyét tuong cua tré
b me, nhung khong co tac dung khong mong mudn nao dugce ghi nhén ¢ tré bu
me ma nguoi me da dugc dicu tri bang alopurinol trong 6 tuan. Alopurinol dugc
xem nhu dung dugc & nhitng ngudi me cho con b.

T4c dung khéng mong mudn (ADR)

ADR thong thuong nhit cua alopurinol la né)i, ban trén da. Cac ban thuong la
dat san hodc ngura, thinh thoang 1a ban xuat huyét. Cac phan img man cam tram
trong hon c6 thé xay ra bao gom ban troc vay, hoi chimg Stevens - Johnson va hoai
tr bieu bi nhiém doc. Vi vay, phai ngung alopurinol ngay 1ap tirc néu ban xay ra.
Phan rng qua man c6 thé nang, tham chi gay tir vong, dac biét c6 nguy co cao &
nhitng bénh nhan suy gan hodc than.

Bénh nhan gt co6 thé bi ting cac dot gt cdp khi bat dau diéu tri bang
alopurinol, thuong gidm sau vai thang.

Thuong gap, ADR > 1/100

Cac phan umg ngoai da: Ban, dat san, ngta, viém da troc vy, may day, ban do,
eczema, xuat huyét.

It gap, 1/1000 < ADR < 1/100

Gan: Tang phosphatase kiém, AST, ALT, gan to c6 hdi phuc, pha huy té bao
gan, viém gan, suy gan, tang bilirubin mau, vang da.
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Hiém gdap, ADR < 1/1000

Toan than: vPhén mg qua man ning, sbt, 6n lanh, toat md hoi, kho chiu, bong
mong, liken phang, phu mat, phu da, rung toc, chdy méu cam.

Mau: Giam bach céu hodc tang bach cau, tang bach cdu wa eosin, chimg mat

bach ciu hat, giam tiéu cu, xuat huyét, tc ché tay xuong, dong mau trong mach
rai rac, bénh hach bach huyét, thiéu mau khong tai tao, thiéu mau tan mau.

Tiéu hoa: Buon nén, ndn, dau bung, tiéu chay, tdo bon, ddy hoi, tic nghén rudt,
viém truc trang, réi loan vi giac, viém mi¢ng, kho tiéu, chan an, viém da day, chay
mau duong tiéu hoa, viém tuy xuit huyét, sung tuyén nudc bot, phu ludi.

Xuong khép: Bau khop.

Mit: Puc thuy tinh thé, viém day than kinh thi giac, roi loan thi giac.

Than kinh: Bénh than kinh ngoai bién, viém day than kinh, di cam, dau dau,
con co giat, dong kinh, giat co, giam truong luc, kich dong, thay doi tinh trang tam
than, Ilh(A)i mau néo, hon mé, loan truong lyc co, 1i€t, run, ngu ga, chdng mat, tram
cam, lan 1on, mat ngu, suy nhuoc.

Noi tiét: Ching v to ¢ nam.

Tim mach: Tang huyét ap.

Tiét niéu: Suy than.

Hudéng din cach xir tri ADR

Phai ngung ngay alopurinol khi thay xuat hién ban & da, kéem theo céc tridu
ching di ing nang hon, nhat 1a & ngudi co ton thuong than hoic dang dung thudc
loi tiéu thiazid. Khi dung alopurinol lau dai phai cha ¥ dén tuwong tac thude.

Diéu tri phan Ung qua man b’.'?mg glucocorticoid, cac phan tmg nang phai dung
kéo dai. O mot so bén}l nhr?i,n, néu bi phan tng da nhe c6 thé dung lai thu(}c mgf)t
cach than trong voi li€u thap, nhung phai ngung ngay lap tirc va vinh vién néu
phan rng xuat hién lai.

Liéu lwong va cach ding

Cdch dung

Alopurinol dung duong ubng hodc duong truyen tinh mach. Buong truyén tinh
mach chi dung khi khong dung nap dugc bang duong ubng. Liéu dung cua
alopurinol khac nhau tiy theo mirc d6 bénh va phai diéu chinh theo dap tng va
dung nap cua nguoi bénh.

Liéu luong:

_ Bénh gut: Liéu khai dé}u moi ngay 100 mg, ubng ngay sau khi an, tang dan sau
moi tuan thém 100 mg, dén khi néng do urat trong huyét thanh giam xuéng 0,36
mmol/lit (6 mg/100 ml) hodc thap hon hodc cho t6i khi dat to1 liéu toi da khuyén
cao 800 mg. Liéu thuong dung moi ngay ¢ nguoi 1on trong truong hop bénh nhe 1a
200 - 300 mg/ngay, gat c6 san urat (tophi) trung binh 1a 400 - 600 mg/ngay. Liéu
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dén 300 mg ubng mot 1an trong ngay, lidu trén 300 mg phai chia nhiéu lan dé giam
nguy co kich tng da day. Duy tri uéng du nudce dé phong ngua lang dong xanthin
¢ than. Sau khi nong d§ urat huyet thanh da dugc kiém soat, c6 thé giam liéu. Liéu
duy tri trung binh & ngudi 16n 13 300 mg/ngay va lidu t6i thidu 6 tc dung 1a 100 -
200 mg/ngay. Phai dung alopurinol lién tuc, ngimg thudc c6 thé din dén ting nong
d6 urat huyét thanh.

Khi alopurinol dugc thém vao phac dd diéu tri co colchicin, thude bai acid uric
niéu, va/hodc thudc chdng viém, can phai c6 mot thoi gian chuyén tiép vai thang
trude khi cac thude d6 co thé nglmg. Trong thoi gian nay cac thude phai cho dong
thoi, va lidu luong alopurinol duge diéu chlnh cho t6i khi nong do urat trong huyét
thanh binh thudng va khéng con con gut cip trong vai thang. Khi ngimg céac thudc
bai acid uric niéu, phai giam dan liéu trong vai tuan.

Tang acid uric mdu do héa tri liéu ung thie: Phong bénh than cip do acid uric
khi dung héa tri liéu diéu tri mot sb bénh ung thu, ngudi 16n dung alopurinol moi
ngay 600 - 800 mg, trong 2 - 3 ngay trude khi bat dau diéu tri ung thu. Trong ting
acid uric mau tht phat do ung thu hodc hoa tri li€u ung thu, liéu duy tri cua
alopurinol tuong tu lidu dung trong bénh gut va dugc diéu chinh theo dap tng cua
nguoi bénh.

Tré em: St dung alopurinol & tré em chu yéu 1a trong ting acid uric mau do hoa
tri liéu ung thu hodac roi loan enzym, h01 chu’ng Lesch Nyhan (héi chu’ng ri loan
chuyén hoéa purin). Tré em dudi 15 tudi: mdi ngay udng 10 - 20 mg/kg, toi da 400
mg/ngay. Sau 48 gid diéu tri, phai diéu chinh liéu theo dap ing cta nguoi bénh.

Truyén tinh mach: Alopurinol natri pha trong natri clorid 0,9 % hoic glucose 5%.
Nguoi 16n va tré em trén 10 tudi: 200 - 400 mg/m*/ngay, tdi da 600 mg/m>/ngay
(liéu cao hon 600 mg cling khong c6 tac dung hon). Tré em tir 10 tudi tré xudng:
200 mg/m*/ngay.

Céch pha dung dich truyén tinh mach: Lo bot alopurinol natri 500 mg pha
trong 25 ml nudc cat pha tiém, thanh dung dich chtra 20 mg alopurinol/ml. Hoa
loang tiép v&i dung dich pha tiém natri clorid 0,9 % hodc glucose 5 % dé dat nong
dd cudi cung khong qua 6 mg alopurinol/ml.

S6i than calci oxalat tdi phat: O bénh nhan c6 ting acid uric niéu: lidu khai
dau mdi ngay 200 - 300 mg, diéu chinh liéu ting hodc giam dua vao su kiém soat
acid uric ni¢u/24 gio.

Nguwoi suy thdn: Phai giam lidu alopurinol theo do thanh thai creatinin
(creatinin clearance)

Puong udng: Liéu khoi dau: Cl,,: 10 - 20 ml/phat: 200 mg mdi ngay; Cl., < 10
ml/phut: khong qua 100 mg mdi ngay. Bénh nhan suy than ning: 100 mg mdi ngay
hoiic mdi 1an 300 mg, hai 1an mdi tuan (c6 thé dung liéu thap hon va/ hodc khoang
cach liéu dai hon).
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Liéu duy tri:
Do thanh thai creatinin 3 o
: (ml/phiit) Liéu dung
0 100 mg mdi 3 ngay
""""""""""""" 0 | 100mgmdi2ngy
20 100 mg mdi ngdy
a0 150 mg mdingdy
""""""""""""" 60 |  200mgmdingdy
""""""""""""" 8 |  250mgmdingdy

Puong truyén tinh mach:

D¢ thanh thai creatinin Liu diing
(ml/phut)
10 - 20 200 mg mdi ngay
- 3-10 | 100 mg mdingay
"""""""""""" <3 | 100 mg, khoang céch liéu ddihon
(cach 2 - 3 ngay/lan)

Twong tac thudce

Cac thude c6 thé 1am ting ndng d6 acid uric nhu aspirin va cac salicylat, co thé
lam gidm tac dung ctia alopurinol, tranh dung khi ¢6 tang acid uric mau va gut.

Dung alopurinol cung cac thudc lam ting ndng do urat trong huyét thanh nhu

mot sd thude loi niéu, pyrazinamid, diazoxid, ruou va mecamylamin c6 thé phai
tang liéu alopurinol.

Thudc e ché enzym chuyén angiotensin (rc ché ACE): Ting phan tmg qua
man va co thé ca cac tac dung khong mong mudn khac khi ding cing alopurinol,
dac bi¢t & bénh nhan suy than.

Thudc chéng ung thu: Alopurinol e ché chuyén hoa cua azathioprin va
mercaptopurin, lam tdng doc tinh cta nhiing thuoc nay, dac biét uc ché tay
xuong. Liéu khéi dau ctua cac thuoc chong ung thu phai gidm tuir 25 - 33% so véi
liéu dung thong thuong, sau do diéu chinh liéu theo dap ing cua bénh nhan va
doc tinh cua thudc.

Dung dong thoi alopurinol véi cyclophosphamid ¢ thé 1am ting doc tinh trc
ché tiy xuong cua cyclophosphamid.

Dung dong thoi alopurinol véi tamoxifen c6 thé tang doc voi gan.
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Khi dung alopurinol Vé’i’pentostatin,’ 6 thé gdy viém mach di ung, dan dén tur
vong, vi vay khong dung phéi hop 2 thudc nay.

Dung dong thoi alopurinol va cyclosporin gay tang nong do cyclosporin trong
mau. Phai theo ddi ndng d6 cyclosporin trong mau va diéu chinh liéu cyclosporin.

Cac thubc chéng dong mau: Alopurinol trc ché chuyén hoa qua gan cua
dicumarol, lam tang thoi gian ban thai cua thude nay. Phai theo ddi tac dung chong
dong mau va thoi gian prothrombin ¢ nhitng bénh nhan dung dong thoi alopurinol
va dicumarol.

Ampicilin hodc amoxicilin dung ddng thdi véi alopurinol 1am ting ty 18 ban
ngoai da.

Cac thudc chdng gut: Benzbromaron khi ding véi alopurinol 1am giam khoang

40% ndng do oxipurinol trong huyét twong, c6 thé do ting thai trir oxipurinol qua
thén, mac du ndng d6 cua alopurinol khong bi anh hudng. Phdi hop 2 thudc trén s&
lam gidm ndng d0 acid uric trong huyét thanh tét hon khi dung alopurinol riéng ré€.

Probenecid lam giam thanh thai cua alopurinol ribosid duong uong Su phbi
hop 2 thude nay co tac dung 1am ha acid uric mau tét hon dung cac thudc riéng ré.

Thudc loi niéu: Thiazid va acid ethacrynic dung cung alopurinol c¢6 thé 1am
ting ndng d6 oxipurinol trong huyét thanh, do d6 1am ting nguy co doc tinh
nghiém trong cta alopurinol, bao gdm cac phan tng qua man (dic biét & bénh
nhan giam chirc nang than). Tuy nhién alopurinol dugc ding an toan véi thiazid dé
lam giam su tdng acid uric mau gy ra do thudc loi niéu. Theo ddi chtrc nang than
va diéu chinh liéu alopurinol & bénh nhan dung déng thoi alopurinol va thiazid.

Clopropamid: Alopurinol va clopropamid gay ra tac dung khong mong mudn &
gan - théan, luu y khi dung dong thoi 2 thuoc nay. Alopurinol hoic cc chat chuyén
hoa cta né co thé canh tranh bai tiét & éng than voi clopropamid, phai quan sat cac
du hiéu cua ha glucose huyét qua murc (dic biét & bénh nhan suy than).

Dung dong thoi co-trimoxazol vé6i alopurinol ¢6 thé gay giam sb luong tiéu cau.

P on dinh va bao quén

Dang vién bao quén trong lo kin & nhiét d6 15 - 30°C, chd kho, tranh 4nh sang.

Bot alopurinol natri dé pha dung dich truyén tinh mach: Sau khi pha xong bao
quan ¢ nhiét do 20 - 25°C, tranh dong lanh, dung trong vong 10 gi¢ sau khi pha.

Twong Ky

Alopurinol natri dung dich 3 mg/ml trong natri clorid 0,9% tuong ky voi
amikacin sulfat, amphotericin B, carmustin, cefotaxim natri, clormethin
hydroclorid, clorpromazin hydroclorid, cimetidin hydroclorid, clindamycin
phosphat, cytarabin, dacarbazin, daunorubicin hydroclorid, diphenhydramin
hydroclorid, doxorubicin hydroclorid, doxycyclin hyclat, droperidol, floxuridin,

gentamicin sulfat, haloperidol lactat, hydroxyzin hydroclorid, idarubicin
hydroclorid, imipenem va cilastatin natri, methylprednisolon, natri sucinat,
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metoclopramid hydroclorid, minocyclin hydroclorid, nalbuphin hydroclorid,
netilmicin sulfat, ondansetron hydroclorid, pethidin hydroclorid, proclorperazin
edisilat, promethazin hydroclorid, natri bicarbonat, streptozocin, tobramycin sulfat
va vinorelbin tartrat.

Qua liéu va xir tri

Ngtng thudc ngay 1ap tirc. Rura da day néu udng luong thude 16n. Co thé tham
phan mau hodc tham phan mang bung.

Theo ddi chirc nang than va xét nghiém nudc tiéu néu nghi ngo ngd doc man
(hinh thanh s01) Chi diéu tri triéu chtng khi ¢6 phan tmg c6 hai cua thudc. Khong
c6 thude giai doc diac hiéu.

Cham séc ho trg, duy tri du nude.
Théng tin quy ché
Alopurinol ¢6 trong Danh myc thudc thiét yéu Viét Nam ban hanh lan tht V,

nam 2005 va Danh muc thudc chira bénh chu yéu st dung tai cac co s& kham chira
bénh, nam 2008.



CONG BAO/S6 119 + 120/Ngay 26-01-2012 99

ALPHA TOCOPHEROL
(Vitamin E)

Tén chung quoc té: Alpha tocopherol.

Ma ATC: A11H A03.

Loai thudc: Vitamin.

Dang thuoc va ham lwong

Pon vi: 1 dvqt 13 hoat tinh cia 1 mg ché pham chuan cua dl-alpha tocopheryl
acetat. Theo do, d-alpha tocopherol c6 hiéu luc 1a 1,49 dvqt/mg; dl-alpha

tocopherol 1a 1,1 dvqt/mg; d-alpha tocopheryl acetat la 1,36 dvqt/mg; d-alpha
tocopheryl sucinat 1a 1,21 dvqt/mg; dl-alpha tocopheryl sucinat 1a 0,89 dvqt/mg.

DPéi v6i muc dich dinh dudng, hoat tinh vitamin E hién nay duoc tinh theo
duong lugng alpha tocopherol (a-TE: a-tocopherol equivalent). Mot a-TE 1a hoat
tinh ctia: 1 mg d-alpha tocopherol (alpha tocopherol tu nhién); 1,4 mg dl-alpha
tocopherol; 1,1 mg d-alpha tocopheryl acetat; 1,5 mg dl-alpha tocopheryl acetat;
1,2 mg d-alpha tocopheryl sucinat; 1,7 mg dl-alpha tocopheryl sucinat.

Dang dung:

Vién nén 100 dvqt; 200 dvqt; 400 dvqt; 500 dvqt; 600 dvqt; 1 000 dvqt.

Vién nang 100 dvqt; 200 dvqt; 400 dvqt; 500 dvqt; 600 dvqt; 1 000 dvqt.

Vién nang dang phan tan trong nudc: 100 dvqt, 200 dvqt; 400 dvqt.

Vién nén hodc vién bao duong 10, 50, 100 va 200 mg dI- alpha tocopheryl acetat.

Nang 200 mg, 400 mg, 600 mg.

Thudc m& 5 mg/1 g.

Thudc tiém dung dich dau 30, 50, 100 hoic 300 mg/1 ml, ti€ém bép.

Thudc tiém dung dich dau 50 dvqt/ml.

Duoe Iy va co ché tac dung

Vitamin E la mét thuat ngir chung dé chi mot s cac hop chat thién nhién va
tong hop. Nhoém chit quan trong nhat 1a tocopherol, trong d6 alpha tocopherol co
hoat tinh manh nhit, dugc phin bd rong rii trong tu nhién va chu yéu dugc su
dung trong diéu trj; cac chat khac cua nhom tocopherol gdm beta, gamma va delta
tocopherol, nhung nhirng chat nay khong dung trong di€u tri. Nhom hop chat khac
c6 hoat tinh vitamin E 1a cac tocotrienol.

Alpha tocopherol c6 trong ty nhién dudi dang déng phan d (d-alpha
tocopherol) ¢ hoat tinh manh hon dang dong phan dl (dl-alpha tocopherol) cua
alpha tocopherol tong hop.

Vitamin E la mt vitamin tan trong dau m&, phan jbé rong réi trong thure an.
Nguon vitamin E giau nhat 1a dau thuc vat, dac biét l1a dau mam lua mi, dau hudéng



100 CONG BAO/S6 119 + 120/Ngay 26-01-2012

duong, dau hat bong; ngii coc va trimg ciing 12 ngudn giau vitamin E. Luong
vitamin E trong thirc dn bi mat di 1a do qua trinh bao quan va nau nudng. Nhu cau
hang ngay ve vitamin E 1a khoang 4 - 15 mg.

Thiéu vitamin E rat hiém, chi xdy ra ¢ nhitng ngudi khong c6 kha ning hap thu
vitamin E hodc méc 1 sé bénh di truyén ngin can duy tri ndng do binh thuong
vitamin E trong mau.

Chtic ning sinh hoc chinh x4c cua vitamin E chwa dugc biét day du & nguoi.
Vitamin E duogc coi 1a mdt chat chéng oxy héa. Vitamin E ngin chin su oxy hoa
cac acid béo cao phan tir chua bdo hoa (cac acid nay 1a thanh phin cta mang té
bao, phospholipid va lipoprotein huyét twong) ciing nhu cac chat nhay cam véi oxy
khac nhu vitamin A va acid ascorbic (vitamin C). Cac gdc tu do sinh ra do nhiéu
qua trinh phan mg trong té bao c6 kha niang gy tac hai cho mang té bao, protein
va acid nucleic, dan dén rdi loan chirc ning va gy bénh cho té bao. Vitamin E
phan Gmg véi cac gbc tu do, 1am mat cac gde peroxyl (gdc peroxyl phan tng véi
vitamin E nhanh gip 1000 1an so vé&i cac acid béo cao phin tir chua bdo hoa).
Trong qua trinh phan tng, vitamin E khong tao thém gbc tu do khac.

Do tinh chit chdng oxy hoa cua vitamin E, d3 c6 nhiéu cong trinh nghién ctru
dung vitamin E dé 1am 1am giam nhe ching mat tri nh¢ ciia bénh Alzheimer sém
hodc do lao hoéa, bénh thoai héa hoang diém lién quan dén tudi tac, ung thu, xo
cing dong mach, bénh mach vanh, duc thuy tinh thé... nhung dén nay chua dugc
chtrng minh hiéu qua rd rang. Mot s6 nha 14m sang d3 diéu tri dé lam giam nguy co
thoai hoa hoang diém lién quan dén tudi tac nhu sau: Liéu vitamin C 500 mg/ngay
két hop véi beta caroten 15 mg/ngdy, vitamin E 400 mg/ngay va kém (dang kém
oxyd) 80 mg/ngay. Bénh Alzheimer va bénh dong mach vanh: Liéu tir 200 - 800
dvqt/ngay. Tuy nhién hién tai van chua du dir liéu chimg minh hiéu qua diéu trj
cta thudc ddi v6i cac bénh nay va can luu ¥ liéu 400 mg/ngay trd 1én c6 thé lam
tang ty 1€ tor vong.

In vitro, vitamin E con c6 tac dung ngin chong tan hong cau do cac chat OXy
hoa va lam tang dap tng mién dich & ngudi cao tudi khoe manh, 1am giam két tu
tiéu cau.

Duoc dong hoc

Hap thu: Dé vitamin E hap thu qua dudng tiéu hoa, mat va tuyén tuy phai hoat
dong binh thudng. Luong vitamin E hip thu giam khi lidu dung ting 1én. Khoang
20 - 60% vitamin duoc hap thu tir ngudn thirc an. O ngudi bénh bi hoi ching hap
thu kém va tré dé non nhe can, hap thu vitamin E ¢ thé giam di rit nhiéu. Ché
pham dang phan tan trong nudc c6 thé hap thu qua rudt tot hon so véi ché pham
dang dau.

Phan bé: Thudc vao mau qua vi thé dudng chap trong bach huyét rdi duoc van
chuyén t6i gan. Vitamin E dugc tiét ra tir gan dudi dang lipoprotein ty trong thap
(VLDL) va nong d¢ vitamin E trong huyét twong phu thudc vao su tiét nay. Chi 1
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dang dong phan lép thé R-a-tocopherol dugc gan tai xut tiét nhd vao 4i lyc cua
alpha tocopherol ddi v&i protein van chuyén o- -tocopherol cua gan (a-TTP: a-
tocopherol transfer protein). Vitamin E sau d6 dugc phan b rong rai vao tat ca cac
mod va du trit & mé md. Nong do binh thudng cia tocoferol trong huyét twong 13 6 -
14 microgam/ml. Nong d6 vitamin E trong huyét trong dudi 5 microgam/ml hodc
dudi 800 microgam vitamin E/1 g lipid trong huyét tuong trong vai thang dugc
xem nhu 12 phan anh sy thiéu hut vitamin E. Sau khi udng vitamin E liéu cao, ndng
dd tocopherol trong huyet tuong co thé bi cao 1én trong 1 - 2 ngay. Tong du triv
vitamin E trong co thé udc lugng 3 - 8 g va cd thé dap ng dugc nhu ciu co thé
trong 4 nam hodc hon khi ché d¢ an nghéo vitamin. Alpha tocopherol phan b vao
mét, dat duoc né)ng dd cao hon ¢ vung giac mac so véi mang mach hodc thuy tinh
thé. Nong d6 nay co thé ting 1én khi bd sung vitamin.

Vitamin E vao sita, nhung rét it qua nhau thai. Nong d6 tocopherol trong huyét
tuong tré so sinh bang 20 - 30% ndng d6 & ngudi me, tré so sinh nhe cin c6 néng
d6 thap hon.

Thai trir: Vitamin E chuyén hoa & gan thanh cac glucuronid cua acid
tocopheronic va gamma-lacton cua acid nay, hau hét liéu dung thai trir chdm vao
mat. Mt so thai trir qua nudc tiéu.

Chi dinh

Piéu tri va phong thiéu vitamin E (cha yéu 1a do bénh 1y: Tré em bi xo nang
tuyén tuy hodc kém hap thu m& do teo duong dan mat hodc thiéu betalipoprotein
huyét, tré so sinh thiéu thang rat nhe can khi dé hoac do ché dd an thiéu vitamin E).

Chéng chi dinh

Man cam véi vitamin E hodc véi cac thanh phan khac cia thude.

Than trong

Ty 1€ viém rudt hoai tu can dugc chu y khi diéu tri vitamin E cho tré so sinh
thiéu thang c6 can nang dudi 1,5 kg.

Liéu cao vitamin E duogc bao cdo 1a co khuynh huong giy chay mau ¢ bénh
nhan thiéu hut vitamin K hoidc dang st dung thudc chong dong mau.

Hoi chtng giam tiéu cau, ching gan to, lach to, c¢6 chudng va gy doc cho gan,
than, phéi xuét hién & mot sd tré so sinh thiéu thang khi ti€ém tinh mach thubc tiém
dl -alphatocopheryl acetat trong dung dich polysorbat 20 va 80, nguyén nhan chua
dugc xac dinh rd rang, cling c6 thé do su tich Ity chit doc tir mot hodc nhiéu thanh
phan trong thudc tiém.

Anh hudng cta vitamin E phan 16n chi dugc nghién ctru trong vai tudn hodc
vai thang, vi thé nhitng anh hudng mén tinh suét doi khi dung lidu cao, kéo dai van
con chua 13 rang. Tuy vdy, can than trong khi diéu tri va can luu y lidu cao vitamin
E trén 400 IU/ngay hodc cao hon & nhiing ngudi bi bénh man tinh c6 lién quan dén
su tang 1én cua ty 1€ tir vong do moi nguyén nhan.
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Thoi ky mang thai

Trong thoi ky mang thai, thiéu hodc thira vitamin E déu khong gay bién chung
cho me hoac thai nhi. Nhu cau vitamin E ¢ phu nit co thai va phu nit binh thuong
khong khac nhau. O nguoi me duoc dinh dudng tot, lugng vitamin E c6 trong thure
an la da va khong can bo sung. Néu ché do an kém, nén bo sung cho du nhu cau
hang ngay khi c¢o thai.

Thoi ky cho con bu

Vitamin E vao sita. Stta nguoi c6 lugng vitamin E cao g?}p 5 lan sira bo va co
hi¢u qua hon trong viéc duy tri du lugng vitamin E trong huy€t thanh cho tré dén 1
nam tuoi.

Nhu cau vitamin E hang ngay trong khi cho con bt la 19 mg. Chi can bo sung cho
me khi thuc don khong cung cap da luong vitamin E can cho nhu cau hang ngay.

T4c dung khéng mong mudn (ADR)

Vitamin E thuong dung nap t6t. ADR c6 thé xay ra khi dung liéu cao, kéo dai,
ti€ém tinh mach, nhat 1a khi dung cho tré dé non, nhe can lic mai sinh.

Than kinh trung wong: Pau dau, chong mat.

Mat: M& mat.

Tiéu héa: Budn nén, ia chay, dau bung, r6i loan tiéu hda, viém rudt hoai ti.

Noi tiét va chuyén héa: Bit thuong & myén sinh duc, dau nhtre vu, tang cholesterol
va triglycerid huyét thanh, gidm thyroxin va tritodothyronin huy€t thanh.

Thén: Creatin ni€u, tang creatin kinase huyét thanh, ting estrogen va androgen
trong nudc tiéu.

Khac: Phét ban, viém da, mét méi, viém tinh mach huyét khi.

Liéu lwong va cach ding

Cach dung: Vitamin E nén dung qua duong udng. Néu khong udng duge, hodc
nghi ngd hip thu kém, c6 thé tiém bap hodc tiém tinh mach.

Liéu lrong:

Diéu trj thiéu hut vitamin E:

O tré so sinh thiéu‘ thang nhe can: 25 - 50 dvqt/ngay, dat dugc nong do binh
thuong trong vong 1 tuan.

O tré em thiéu hut vitamin E do hdi chimg kém hép thu: Uéng vitamin E dang
phan tan trong nudc voi lidu 1 dvqt/kg hang ngay dén khi nong do tocopherol

huyét twong ting l1én dén gidi han binh thuong va duy tri ndng do binh thudng
trong vong 2 thang.

Nguoi 16n: 60 - 70 dvqt/ngay.

Phong thiéu hut vitamin E:

O tré so sinh nhe cén: Liéu vitamin E 1a 5 dvqt/ngay trong vai tuan dau sau khi
sinh. Nong do tocopherol huyét twong nén dugc kiém soat.
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Nguoi lon: 30 dvqt/ngay.
~Du phong bénh vong mac mit & tré so sinh thiéu thang hodc loan san phé quan
phoi thir phat sau liéu phap oxy: 15 - 30 dvqt/kg (10 - 20 mg alphatocopherol/kg)
moi ngay d€ duy tri nong do tocopherol huyét twong gitta 1,5 - 2 microgam/ml
(khong khuyén cdo).
Xo nang tuyén tuy: 100 - 200 mg dl-alphatocopheryl acetat hoic khoang 67 -
135 mg d-alphatocopherol.

Bénh thiéu betalipoprotein - mau: 50 - 100 mg dl-alphatocopheryl acetat/kg
hoac 33 - 67 mg d-alphatocopherol/kg.

Bénh thiéu méu beta-thalassemia: Udng: 750 dvqt/ngay.

Bénh té bao hong cau hinh 1iém: Ubng: 450 dvqt/ngay.

Twong tac thudce

Vitamin E hodc dang g:huyén hoéa lam giam hiéu qua cda vitamin K va lam
tang hi€u qua cua thudc chong dong mau.

Dung d6ng thdi vitamin E va acid acetylsalicylic c6 nguy co gy chay mau.

Vitamin E c6 thé lam ting hap thu, st dung va du trit vitamin A. Vitamin E
bao v¢ vitamin A khoi bi thoai hoa do oxy hoa lam cho ndng do vitamin A trong t&
bao tang 1én; vitamin E cling bdo vé chong lai tdc dung ctia ching thira vitamin A.
Tuy nhién, cac tac dung nay con dang tranh luan.

Vitamin E liéu trén 10 dvqt/kg co6 thé 1am cham dap Gng cua viée diéu trj sit &
tré em thiéu mau do thicu sat. Tré so sinh nhe can dugc bo sung sat c6 thé lam tang
thi€u mau tan mau do thi€u hut vitamin E.

Str dung qua thira dau khoang c6 thé 1am giam hap thu vitamin E.

Colestyramin, colestipol, orlistat c6 thé can tr¢ hap thu vitamin E. Str dung
cach nhau it nhat 2 gio.

P on dinh va biao quén

Dé trong chai lo nit kin, tranh anh sang.

Dang acetat va sucinat khong 6n dinh voi kiém.

Théng tin quy ché

Vitamin E c¢6 trong Danh muc thudc thiét yéu Viét Nam ban hanh 1an thit V,

nam 2005 va co6 trong Danh muc thudc chita bénh chu yéu st dung tai cac co s&
kham chira bénh, nam 2008.
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ALPRAZOLAM

Tén chung qudc té: Alprazolam.

Ma ATC: NO5B A12.

Loai thudc: Chéng lo au, chdng hoang so.
Dang thudc va ham lwong

Vién nén: 0,25 mg, 0,5 mg, 1 mg, 2 mg.
Dung dich uéng: 0,1 mg/ml, 1 mg/ml.
Duoe Iy va co ché tac dung

Alprazolam 1a mdt tr1az010benzod1azep1n c6 tac dung ngan chong lo au, chéng
tram cam va duogc ké don rong rai trong diéu tri cac tinh trang lo 4u, hoang so.
Alprazolam tan trong lipid do d6 thdm duoc vao hé than kinh trung wong.

Alprazolam lam tang dan truyen acid gamma ammobutyrlc (GABA) la chét
dan truyén than kinh gay trc ché trong néo do gan vao cac thu thé benzodiazepin
dic hiéu. Trong co thé, GABA tc ché dang ké sy din truyén cua nhiéu chét dan
truyén trung gian quan trong nhu noradrenalin, serotonin, dopamin va acetylcholin.

Cac benzodiazepin chi c6 tac dung diéu tri triéu chimg, khong chita duoc
nguyén nhan gy bénh. Dung thude kéo dai s& 1am ting nguy co phy thudc thudc,
do d6 thudc nay chi dugc dung diéu tri trong thoi gian ngan.

Duoc dong hoc

Sau khi ubng liéu duy nhét, thudc duoc hép thu t6t & duong tiéu hoa; ndng do
dinh huy€t tuwong dat dugc trong vong tir 1 dén 2 gio. Nua doi trung binh huyét
tuong la 11 dén 15 gio. 70 dén 80% alprazolam duge gan vao protein huyét tuong,
chu yéu 1a albumin.

Alprazolam duoc chuyén hoa chii yéu qua qua trinh oxy - hda ¢ gan dugc xtic
tac bdi cytochrom Pysg 3A4 va Pysy 2D6 dé tao ra cac chét chuyén héa ban dau 1a
alpha hydroxyalprazolam va 4-hydroxyalprazolam. Ca hai chat nay déu co ai luc
v6i thu thé benzodiazepin thap hon alprazolam va nong do trong huyet tuong cling
thap hon alprazolam 10%. Trong huyét tuong, nong d6 ctia chit chuyén hoa 4-
hydroxyalprazolam l6n hon néng do cua alpha-hydroxyalprazolam, nhung trong
nuéc tiéu din chat alpha- hydroxyalprazolam c6 nong do cao hon nhiéu so véi 4-
hydroxyalprazolam. Diéu nay c6 thé do tinh chit khong 6n dinh in vitro ctia dan
chat 4- hydroxyalprazolam Céc thuoc trc ché P4so lam giam chuyen hoa va glam
thanh thai alprazolam nén lam tang nong do huyét tuong cua thuoe. Can chu y khi
dung dong thdi alprazolam véi cac thudc @e ché coenzym CYP3A (vi dy;
fluoxetin, diltiazem, khang sinh nhoém macrolid, isoniazid, sertralin, paroxetin,
nudc budi, amiodaron).

Sinh kha dung duong ubng cua thudc 1a 88% + 16%. Thai trir qua than binh
thuong 1a 20% liéu dung. D6 thanh thai trung binh 13 0,74 + 0,14 ml/phat/kg. Thé
tich phan bd trung binh 13 0,72 + 0,12 lit’kg thé trong. D¢ thanh thai chuyén héa



CONG BAO/S6 119 + 120/Ngay 26-01-2012 105

giam, nura doi thai trr tang ¢ nguoi bi beo phi, xo gan, & nguoi cao tudi. Pé ct
ngay cac con hoang so, c6 thé can dat ndng do trong huyét twong cao hon.

Chi dinh

Céc hoi chu’ng hoang sg, c6 hodc khong kem theo chung ghé s¢ khoang trong,
cac trang thai lo au li€n quan dén chung trAm cam, c6 hodc khong co cac yéu to
tam - the.

Chong chi dinh
Suy hé hdp man tinh hodc cap tinh, yéu co ho hap, hoi ching ngimg thd khi ngu.
Nhuoc co.

Suy gan nang.

R&i loan tAm than man tinh.

Nguoi qua man véi cac benzodiazepin.
Nguoi mac bénh glocom goc hep cap tinh.
Than trong

Phai giam liéu dbi vOi ngu’m cao tudi, ngudi suy gan va than, nhuge co, suy ho
ha (nhu hen, viém phe quan man, bénh phdi tic nghén hodc giam thong khi). Viéc
dleu tri két hop véi cac thude khac c6 tac dung & than kinh trung vong s¢ lam tang
nguy co xay ra cac tac dung phy; khong duogc uong rugu trong thoi gian diéu tri.
Gidng cac benzodiazepin khac, dung thuong xuyén alprazolam c6 thé gy phu
thudc thude.

Théan trong, khi dung dong thoi alprazolam véi ketoconazol, itraconazol va cac
thuoc chéng nam khac thuéc nhém azol, vi cac thude nay lam giam déng ké sy
chuyén hoa qua qué trinh oxy - hda nhd cytochrom Pyso 3A & gan.

Khong dung thudc don thuan dbi véi bénh nhan bi lo 4u ¢6 trAm cam.

Khéng dung thudc tiém co chira benzyl alcol cho tré so sinh.

Thudc giy budn ngu, anh huéng dén van hanh may moc, xe co.

Thoi ky mang thai

Alprazolam qua dugc nhau thai, néu diéu tri kéo dai co thé gdy ha huyét 4p, ha
calci huyét, gidm churc nang ho hap va ha than nhi¢t & tré moi sinh. Than trong khi
dung cho phu nit mang thai.

Thoi ky cho con bu

Chuyen hoéa cua cac thude ‘benzodiazepin ¢ tré so sinh chdm hon ¢ ngudi lon
nén co thé gay tich lity cac thudc benzodiazepin va cac chat chuyén héa cua chung,
do d6 nguoi me dang cho con bu néu str dung céc thuoc nhém nay co thé gay tinh
trang an than, bé b va sut cAn ¢ tré. Theo nguyén tic chung, nguodi me dang diéu
tri véi alprazolam khong nén cho con bu.

T4c dung khéng mong mudn (ADR)
Cac tac dung khong mong muon lién quan dén alprazolam (buon ngu, an

than .) la tac dung chu van chu yéu cta benzodiazepin va thuong gia ting khi
ndng d6 thude & trang thai can bang cao.
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Budn ngi va g1am kha nang phan tmg trude nhimg bét tric xay ra khi di duong
hodc trong cong viéc 1a nhimng tri¢u chimg dé gap ¢ it nhat 30 - 40% nguoi bénh
dung thudc, nhung thuong sé giam sau it ngay diéu tri.

Thuong gap, ADR > 1/100

Than kinh trung wong: Ngu ga.

It géip, 1/1000 < ADR < 1/100

Than kinh trung wong: Chong mat, nhirc dau, run dau chi, rdi loan ddng van.
Ti€u hoa: Pau da day - rudt.

Mit: Nhin mo.

Hiém gdp, ADR < 1/1000

Than kinh trung wong: Phan ung dao nguoc (thi du dé kich dong), giy go, 4o
giac, mat tri nhé, 1a 1an (6 ngudi cao tudi).

Tiéu héa: Kho miéng.

Tiét niéu - sinh duc: Bi tiéu tién, gidm ham mudn tinh duc.

Khac: Kich tmg da, dau khop, rdi loan thong sé huyét hoc.

Liéu lwong va cach ding

Thudc dugc dung theo du’ong ubng. Ubng cac thubc nhom benzodiazepin
(trong dod c6 alprazolam) cung v6i nudce budi s€ lam tang sinh kha dung cua thudc;
vi vay can than trong khi dung dong thoi hai loai nay Dung thudc nude dam dic
can pha1 pha loang trong it nhat 13 30 ml dung moi (nude, nude hoa qua, x0 - da)
hodc véi thirc an mém long (chdo, sbt tao) ngay trude khi ubng. Vién thuoc tan
trong miéng phai dugc dung ngay sau khi lay ra khoi lo dung Néu chi udng nira
vién thi phai bo di nira cOn lai vi khong 6 6n dinh. Phai 1y vién thuoc bang tay that
khé rdi dit vao ludi. Thudc tan nhanh trong nudce bot; sau do co thé nudt (v6i nude

hodc khong). Khi mé lo thube 1an dau thi “hay bo miéng bong day; sau khi iy
thudc phai day va bit chit lo thudc dé tranh am.

Neu dung vién thuoc glal phong cham, nén uong ngay mot 1an, vao budi sang
Néu udng vao budi tdi, nong do dinh trong huyét tuong sé cao hon 30% va xuat
hién sém hon 1 glo Phai nudt ca vién, khong duoc nhai, cin v&. Sinh kha dung
trong truong hgp nay hoan toan bang sinh kha dung cua vién thudc thong thuong
nhung téc do hap thu ¢ ong tiéu hoa cham hon. Diéu nay khién cho nong do thudc
trong huyet tuong twong d6i 6n dinh va dugc duy tri trong khoang 5 dén 11 giod sau
khi ubng. Thirc an chi anh hudng tdi toc do hép thu, khong anh huodng t6i mic do
hap thu khi dung vién giai phong cham: Nong d6 dinh huyét twong tang 25% khi
uodng vién g1a1 phong cham 2 gid sau bita an nhiéu m&; thoi gian dat to1 nong do
dinh rat ngan 1/3 so voi udng thudc ngay sau khi dn nhung c6 thé dai hon 1/3 néu
ubng trudc khi an 1 gio hodc hon.

Liéu dung tuy theo tu’ng tru’ong hop va bao gio ciing phai dung liéu nho nhat
c6 tac dung (nhat 1a & nguoi cao tudi, nguoi sa sut tri tu¢, ngudi mac bénh gan, béo
phi hay c6 albumin huyét thip) dé tranh hién twong an than qua muc. Néu lo au
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xudt hién ltc sang sém hodc cac triéu ching xudt hién gitta cac 1an udng thudc giai
phong nhanh & bénh nhéan trudc d6 di 6n dinh thi can phai diéu chinh liéu hoic
duy tri lidu hang ngay nhung chia thanh nhiéu liéu nho hon dé udng nhleu 1an hon.
Céc liéu dung dé diéu tri lo au dudi day duoc ap dung véi dang thudc giai phong
nhanh. Hién nay, thudc dang giai phong cham chua duoc dung dé diéu tri lo au.

Piéu tri cdc trang thdi lo du: Ubng 0,25 - 0,50 mg/lan; 3 lan/ngay; khi can
thlet ctr cach 3 - 4 ngay c6 thé tang to1 lidu t6i da 3 hodc 4 mg/ngay. Nguoi cao
tudi hodc nguoi bénh thé trang y€u nén bat dau Vol lidu 0,25 mg/lan; 2 - 3
lan/ngay. C6 thé ting dan lidu ndy, néu xét can thiét va néu dung nap duoc thude.

Piéu tri cdc trang thdi hodng so: Nén ding liéu bat dau 1a 0,5 mg/lan, uéng 3
lan/ngdy; nhiéu ngudi bénh can téi 5 - 6 mg/ngay va do6i khi t6i 10 mg/ngay méi du
dé dap ung. Tang lidu khi can thiét, cach 3 hoic 4 ngay co thé ting nhung luong gia
tang khong dugc qua 1 mg/ngay. Thoi glan diéu tri t6i wu chua 10, nhung sau mot
thoi glan dai hét con hoang s, co thé giam lidu dan co theo ddi can than. Vi dang
thudc giai phong cham: Liéu tuy tung truong hop; lidu thuong dung ¢ nguoi lon la 3 -
6 mg/ngay, udng mot lan. Néu can liéu cao hon nén tang lidu than trong dé tranh tac
dung phu. Liéu ban dau 13 0,5 - 1 mg/ngay udng mot lan; sau d6 néu can thi cir mdi
3 - 4 ngay lai tang, mdi 1an tang khong qua 1 mg/ngay. Tang lidu cho dén khi c6 tac
dung, dén khi xuat hién khong dung nap thudc, lidu t6i da 1a 10 mg ngay mét lan.

Piéu tri duy tri va giam liéu: Viéc giam liéu phai tir tir va bénh nhan phai dugc
theo ddi chat ché. Néu cac triéu ching 'khong mong mudn cua thudc xuét hién,
phai tr¢ vé lidu trude d6 va sau khi da on dinh lai viéc giam lidu phai tir tir hon.
Can chia lam nhiéu liéu nho, ubng 3 - 4 lan/ngay vao luc tinh thire trong ngay (voi
thuoc giai phong nhanh), uong mot 1an vao budi sang (VOl thudc giai phong cham).
Neu chuyen tir dung thudc giai phong nhanh sang thudc giai phong cham van ding
tong heg trong mot ngay nhu truéc nhung udng lidu d6 lam mot lan cht khong
chia nhi€u lan. V6i bénh nhan dung li€u trén 4 mg/ngay, can danh gia dinh ky va
phai xem x¢ét vi¢c giam liu.

Khi nglmg diéu tri phai giam liéu tir tir trudc khi ngimg han, moi lan giam 0,5 mg,
cach 3 ngay glam mot 1an, cho t6i lac con 2 mg/ngay sé giam mdi lan 0,25 mg,
cach 3 ngay giam mot 1an cho dén hét.

Liéu dung diéu tri chéng lo &u cho tré em téi 18 tudi, chua xac dinh duge do
an toan va hiéu qua.

O nguoi 16n, c6 thé dung thude theo duong thut hodc dat thudc (dang vién dan)
vao hau mon trong truong hop khong uong duge.

Chi tiém bap khi khong thé dung thudc theo dudng udng hoic duong tiém tinh
mach.

Twong tac thudce

Téc dung trc ché hé than kinh trung wong s€ tang 1€n khi dung cac benzodiazepin
(ké ca alprazolam) ddng thoi véi cac thude hudng than, cac thudc chdng co giat,
cac thudc khang histamin, rugu va cac thude (e ché hé than kinh trung wong khac.
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Alprazolam lam tang tac dung cua ruou.

Céc thudc trc ché chuyén hoa alprazolam qua cytochrom Psso 3A 1am giam
manh chuyén héa va do thanh thai cua alprazolam; do do khong dung alprazolam
cho nguoi bénh dang diéu tri voi nhitng thude nay (thi du cac thudc chéng nim
nhom azol nhu itraconazol, ketoconazol). Nhiing thudc dudi day 1a nhitng chat tc
ché cytochrom Pysq 3A c6 thé cd y nghia 1am sang, nén can phai than trong khi
dung ph6i hop voi alprazolam: Cimetidin, fluoxetin, fluvoxamin, nefazodon,
propoxyphen, cac thudc tranh thai uong.

Nhiing thudc sau c6 kha nang lam giam chuyén hoa va thanh thai alprazolam
nén can tranh dung dong thoi hodc phai rat than trong khi dung dong thoi voi
alprazolam: diltiazem, isoniazid, cdc khang sinh macrolid (erythromycin,
clarithromycin), sertralin, paroxetin, ergotamin, cyclosporin, amiodaron, nicardipin
va nifedipin, delavirdin.

P on dinh va biao quan

~ Dung trong bao bi kin, tranh anh sang va gitr ¢ nhiét do trong khoang tur 15
dén 30°C.

Qua liéu va xir tri

Triéu chirng: Ngu g, 14 1an, roi loan diéu phdi dong tac, e ché ho hip, giam
phan xa va hon mé. Tu vong do qua lidu alprazolam cling dé xay ra. Nhimg truong
hop tir vong vi qué lieu do dung phdi hop mdt benzodiazepin (ké ca alprazolam) va
rugu cling da dugc thong bao.

Xur tri: theo doi ho hép, mach va huyét ap cho ngudi bénh. Cung véi nhitng chi
dinh diéu tri ho trg chung phai tién hanh rtra da day ngay. Phai bao dam thong khi
duong thd, truyén dich. Néu huyét ap ha co thé dung cac thudc 1am ting huyet ap.
Viéc thim phan chi co gia tri han ché. Khi xtr tri dung thude qué lidu do ¢d ¥, phai
nhé 13 ngudi bénh ¢ thé da uéng nhiéu thude khac nhau.

Flumazenil 1 chat doi khang dgc hi¢u thy thé benzodiazepin, duge chi dinh dé
xur tri mOt phan hodc toan b cac tac dung an than cua cac benzodiazepin va co6 thé
dung trong cac trudng hop da biét hoic nghi ngo qua lidu ciia mot benzodiazepin.
Flumazenil chi dugc dung nhu mot thudc phu trg trong diéu tri qua lidu céc
benzodiazepin. Sau khi diéu tri v6i flumazenil nguoi bénh phai dugce tiép tuc theo
doi thém veé céac tac dung an than trd lai, suy gidm ho hap va céac tac dung ton du
khac cua benzodiazepin trong mot thoi gian thich hop. Thay thude phai chi y dén
nguy co xay ra co giat khi di€u tri bang flumazenil, dic bi¢t & nhitng nguoi s
dung benzodiazepin dai ngay.

Théng tin quy ché

Thudc hudng tim than.
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AMBROXOL

Tén chung qudc té: Ambroxol.

Ma ATC: R0O5C BO06.

Loai thudc: Thudc long dom.

Dang thudc va ham lwong

Ambroxol chi yéu duoc dung dudi dang mudi hydroclorid.

Vién nén 30 mg; dung dich uéng, lo 50 ml: 30 mg/5 ml; thudc tiém: 15 mg/2 ml;
khi dung: 15 mg/2 ml; sir6: 15 mg/5 ml, 30 mg/5 ml; nang giai phong cham 75 mg.

Duogc Iy va co ché tac dung

Ambroxol 13 mot chat chuyén héa ciia bromhexin, ¢ tac dung va cong dung
tuong tu nhu bromhexin. Ambroxol c6 tdc dung l[am dom long hon, it quanh hon
nén dé bi tong ra ngoai, vi vay thuodc cé tac dung long dom. Mot vai tai liéu c6 néu
ambroxol cdi thién dugc triéu chiing va lam gidm s6 dot cap tinh trong bénh phoi
tdc nghén man tinh ning.

Két qua nghién ciru gan day cho thdy ambroxol ¢ tinh chit khang viém va co
hoat tinh ctia chat chong oxy hoa. Ngoai ra, ambroxol con cé tac dung gay té tai
chd thong qua chen kénh natri & mang té bao. Ambroxol c6 thé kich thich tong hop
va bai tiét chat dién hoat phé nang. Thudc da dugc coi la mdt chat hoat héa chat
dién hoat ph€ nang. Tuy vay, thudc khong c6 hi¢u qua khi dung cho nguoi me dé
phong hoi chung suy ho hap ¢ tré so sinh, nhung thuoc c6 hi€éu qua khiém ton khi
diéu tri sém cho tré nho phat bénh.

Khi dung ambroxol c6 tac dung ddi v6i nguoi bénh @ protein phé nang, ma
khong chiu rira phé quan. Ambroxol ciing c6 tac dung bai ti€t acid uric qua nudc
ti€u, tdc dung nay phu thudc vao li€u. Licu toi thi€u c¢6 hi€u qua lam gidm acid uric
huyét twong khoang 250 - 500 mg/ngay chia lam 2 lan. Liéu cao t6i 1 g van dung
nap tot.

Duoc dong hoc:

Ambroxol hap thu nhanh sau khi uéng, thudc khuéch tan nhanh tir mau dén mé
v6i nong d6 thudc cao nhat trong phoi. Sinh kha dung khoang 70%. Néng do toi da
trong huyét tuong dat dugc trong vong 0,5 - 3 glo sau khi dung thudc. Vi lidu
diéu tri, thudc lién két voi protein huyét twong xap xi 90%. Nua doi trong huyet
tuong tir 7 - 12 gio. Ambroxol duoc chuyén hoa chil yéu & gan. Thudc bai tiét qua
than khoang 83%.

Chi dinh
Cac bénh cip va man tinh ¢ dudng hd hip co kém ting tiét dich phé quan
khong binh thuong, dac biét trong dot cap cua viém phé quan man, hen phé quan.
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Chéng chi dinh

Nguoi bénh di biét qua min véi ambroxol hodc cac thanh phan cta thude.

Loét da day ta trang tién trién.

Than trong

Can cht ¥ yéri nguoi bi loét duong ti€u hoa va céq tru’b‘qg hop ho ra mé‘u, vi
ambroxol co thé lam tan cac cuc dong fibrin va lam xuat huyét tr¢ lai. Chi diéu tri
ambroxol mdt dot ngan, khong d& phai tham kham lai.

Thoi ky mang thai

Chua qé tai liéu noi dén tac dung xau khi dung thudc trong Iuc mang thai. Du
sao cling can than trong khi dung thudc nay trong 3 thang dau cua thai ky.

Thoi ky cho con bu

Chua c6 thong tin vé ndng d6 cta bromhexin ciing nhu ambroxol trong sita.

T4c dung khong mong muén (ADR)

Thuong gap, ADR > 1/100

Ti€u hoéa: Tai bién nhe, chu yéu sau khi tiém nhu ¢ nong, kho ti€u, doi khi
budn ndn, nodn.

It gép, 1/1000 < ADR < 1/100
Dj ting, chu yéu phat ban.
Hiém gdp, ADR < 1/1000

Phan g kiéu phan v¢ cap tinh, ndng, nhung chua chac chan la c6 lién quan
dén ambroxol, mi¢ng kho, va tang céc transaminase.

Hudéng din cach xir tri ADR

Ngumng diéu tri néu can thiét.

Liéu lwong va cach ding

Udng: ubng véi nude sau khi an.

Nguoi 16m va tré em trén 10 tudi: 30 - 60 mg/lan, 2 1an/ngay.
Tré em 5 - 10 tudi: 15 - 30 mg/lan, ngay 2 lan.

Tiem bd'p hodc tinh mach

Nguoi 16m va tré trén 10 tudi: 15 mg/lan, ngay 2 - 3 lan.
Tré em 5 - 10 tudi: 7,5 mg/lan, ngay 2 - 3 lan.

Khi dung:

Nguoi 16n va tré em trén 10 tudi: 15 mg/lan, ngay 1 - 2 lan.

Tré em 5 - 10 tudi: 7,5 mg/lan, ngay 2 - 3 lan.
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Twong tac thudc

Dung ambroxol v6i khang sinh (amoxicilin, cefuroxim, erythromycin, doxycyclin)
lam tang nong d¢ khang sinh trong nhu mo phoi.

Khong phéi hop ambroxol voi mot thudc chdng ho (thi du codein) hodc mot
thudc lam kho dom (thi du atropin): Phoi hop khong hop 1y.

P 6n dinh va biao quan

Bdo quan trong lo kin, ¢ nhiét d§ phong.

Qua lidu va xir tri

Chua c6 béo cao vé dau hiéu qua liéu. Néu xay ra, can ngimg thude va diéu tri
tri¢u chung.

Théng tin quy ché

Ambroxol c6 trong Danh muc thude chita bénh chu yéu st dung tai cac co s&
kham chira bénh, nam 2008.
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AMITRIPTYLIN

Tén chung quoc té: Amitriptyline.

Ma ATC: NO6A A09.

Loai thudc: Thudc chdng trAm cam ba vong c6 tac dung an than.

Dang thuodc va ham lwong

Vién nén: Amitriptylin hydroclorid 10 mg, 25 mg, 50 mg, 75 mg, 100 mg, 150 mg.

Thudc tiém: Amitriptylin 10 mg/ml.

Duoe Iy hoc va co ché tac dung

Amitriptylin la thudc chéng trim cam ba vong, lam giam lo &u va c6 tac dung
an than. Co ché tac dung cua am1tr1pty11n 1a trc ché tai nhap cac monoamin (amm
don), serotonin va noradrenalin & cac noron monoammerglc (té bao than kinh amin
don). Tac dung trc ché tai nhap noradrenalin va serotonin dugc coi la ¢6 lién quan

dén tac dung chong tram cam cia thudc. Amltrlptyhn cling c6 tdc dung khang
cholinergic & ca than kinh trung wong va ngoai vi.

Duoc dong hoc

Amitriptylin dugc hip thu nhanh chéng va hoan toan qua dudng tiém va
duong udng (sau khi ti€ém bép 5 - 10 phut va sau khi uéng 30 - 60 phut). Nong do
dinh trong huyét tuong xuat hién 2-12 gio sau khi uong hodc tiém tinh mach.
Am1tr1pty11n phan bd rong khip co thé va lién két nhiéu véi protein huyet tuong va
mo. Véi lidu thong thuong, 30 - 50% thuéc dao thai trong vong 24 gio.
Amitriptylin chuyen hoa bang cach khtr N-methyl va hydroxyl hoa. Trén thyc té
hau hét lidu thudc dugc dao thai dudi dang céc chét chuyen hoa lién hop
glucuronid hodc sulfat. Co rat it amitriptylin & dang khong chuyen hoa dugc dao
thai qua nudc tiéu; qua mat va theo phén. Co su khac nhau nhiéu vé nong d6 thude
trong huyet tuong glua cac ca thé sau khi uong mdt liéu thong thuong nén nira doi
trong huyet tuong va nura doi thai trir cua thudc thay doi nhiéu (tir 9 dén 50 gid)
giita cac c4 thé. Amitriptylin khong gy nghién.

Chi dinh

Diéu tri trAm cam, ,déc bié‘t trAm cam ndi sinh (loan tam than hung trAm cam).
Thudc ¢o it tac dung do61 véi tram cam phan Ung.

Diéu tri chon loc mdt s6 truong hop ddi dam ban dém ¢ tré em 16n (sau khi da
loai bo bién ching thuc thé duong ti€t ni€u bang céc trac nghiém thich hop).

Chong chi dinh

Man cam voi amitriptylin.

Khéng duge dung dong thoi véi cac chat e ché monoaminoxydase.

Khong dung trong giai doan hdi phuc ngay sau nhoi mau co tim.

Khong dung cho ngudi bi suy gan nang.

Khong dung cho tré dudi 12 tudi vi tac dung va dg an toan chua duoc xéac dinh.
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Théan trong

C6 tién sir dong kinh; bi tiéu tién va phi dai tuyén tién liét; suy giam chtic ning
gan; tang nhan ap goc hep; bénh tim mach (loan nhip, bldc); bénh cuong giap hodc
dang diéu tri v6i cac thude tuyén giap, u té bao ua crom, suy gan.

Nguoi bénh da (jheu tri voi cac chat lrc che monoamin oxydase, phai ngtmg
dung thudc nay it nhat 14 ngay maoi dugce bat dau di€u tri bang amitriptylin.

Dung cac thude chéng trAm cam ba vong ciing véi cac thude khang cholinergic
c6 thé lam tang tdc dung khang cholinergic.

Thoi ky mang thai

Céac thude chéng tram cam ba vong qua dugc nhau thai. Amitriptylin,
nortnptyhn gay an than va bi tiéu tién 0 tré so sinh. Toc do giam céc triéu ching tur
vai ngay dén vai tuan phu thudc vao toc do giam nong d6 thudc & tré so sinh. Vi
vay trong ba thang cuodi thai ky, amitriptylin chi duge dung voi chi dinh nghiém
ngit, can can nhic loi ich ctia ngudi me va nguy co cho thai nhi.

Thoi ky cho con bu

Amitriptylin va cac chét chuyén héa c6 hoat tinh dugc bai tiét vao sita me voi
luong co6 thé anh huong dang ké cho tré em & heu diéu tri. Can phai quyet dinh
ngu’ng cho con bu hodc ngimg thude, co can nhac tim quan trong ciia thube dbi voi
nguoi me.

T4c dung khéng mong mudn (ADR)

Céc phan ung co6 hai chu yé'uqbiéu hién tac dung khang cholinergic cua thudc.
Cac tac dung nay thuong duoc kiém soat bang giam li€u. Phan tng c6 hai hay gap
nhat l1a an than qua mirc (20%) va roi1 loan diéu tiét (10%).

Phan tmg c6 hai va phan tng phu nguy hiém phét lién quan dén hé tim mach
va nguy co co giat. Tac dung gay loan nhip tim giong ki€u quinidin, lam chdm dan
truy€n va gay co bop. Phan img qué man cling c6 thé xay ra.

Thuong gap, ADR > 1/100

Toan than: An than qua muc, mat dinh hudng, ra md hoi, ting thém an, chong
mat, nhirc dau.

Tuan hoan: Nhip nhanh, hoi hop, thay d6i dién tam dd (song T det hodc dao
nguoc), bloc nhi-that, ha huyét ap thé dimg.

Noi tiét: Giam tinh duc, liét duong.

Tiéu hoa: Budn nén, tao bon, khé miéng, thay doi vi giac.

Than kinh: Mét diéu phdi.

Mait: Khé diéu tiét, mo mat, gidn dong t.

It gap, 1/1000 < ADR < 1/100

Tuan hoan: Tang huyét ap.

Tiéu hoa: Non.
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Da: Ngoai ban, phu mat, phu ludi.

Than kinh: Di cam, run.

Tam than: Hung cam, hung cam nhe, kho tap trung, lo au, mat ngu, &c mong.

Tiét niéu: Bi tiéu tién.

Mit: Tang nhén ap.

Tai: U tai.

Hiém gdp, ADR < 1/1000

Toan than: Ngat, s6t, phu, chan an.

Méu: Mét bach ciu hat, tang bach cAu ua eosin, giam bach cau, giam tiéu cau.

Noi tiét: To vii & dan ong, sung tinh hoan, ting tiét sita, giam bai tiét ADH.

Tiéu hoa: Ia chay, liét rudt, viém tuyén mang tai.

Da: Rung toc, miy day, ban xuat huyét, man cam vé6i anh sang.

Gan: Vang da, tdng transaminase.

Than kinh: Con dong kinh, rdi loan van ngodn, triéu chirng ngoai thap.

Tam than: Ao giac (nguoi bénh tam than phan liét), tinh trang hoang tudng
(nguo1 bénh cao tuoi).

Hudéng din cach xir tri ADR

Hiém gap tang mét moi, budn ngtl vao budi sang, va cd ha huyét ap thé dimg
vao budi sang néu nguoi bénh dung mot liéu duy nhat vao luc di ngu Sot cao da

xdy ra khi st dung thudc chong trdm cam ba vong cung v6i cac thudc khang
cholinergic hoidc cac thudc an than kinh, dic biét khi thoi tiét nong.

Nguoi bénh cao tudi bi sa sut tri tué va ton thuorng nao co khuynh hu’éng phan
tmg khang cholinergic hon nguoi bénh trung nién. Cac ngudi bénh do can dung
lidu thap hon. Bénh than kinh ngoai vi, hén mé va dot quy (ta1 bién mach nao) la
nhitng phan u‘ng phu hlenl xdy ra. Tuy nhién khong thé xac dinh dugc mdi lién
quan nhan - qua véi diéu tri bang amitriptylin.

Theo doi khi ngung thudc: Ngung thube dot ngot sau khi diéu tri kéo dai co thé
gy nhtrc dau, budn ndn, khé chiu toan than. Giam lidu tir tr co thé gay ra cac tri€u
chimg thoang qua nhu kich thich, kich dong, roi loan gidc ngil va mo; céc tridu
chiing nay thu:ong hét trong vong 2 tudn.

Mot sb rat it truong hop hung cam xay ra tir 2 dén 7 ngay sau khi ngimg diéu
tri dai ngay voi cac thuoc chong tram cam ba vong.

Liéu lwong va cach ding

Liéu dung tuy theo ting truong hop cu thé.

Néu luc bat dau tri liéu khong dung dugc thudc theo duong udng, c6 thé dung

theo duong tiém bap nhung phai chuyén sang dung duong udng ngay khi co thé
duoc; lidu dung van nhu trudec.

Vi thanh nién va nguoi cao tudi dung nap thudc kém.
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Phai theo doi chat ché, phat hién sém tinh trang trAm cam tang lén, xuét hién N
d6 tu sat, c6 thay d6i bat thuong vé hanh vi, nhét 13 vao lac bat dau tri liéu hoic
mdi khi thay d6i lidu.

Nén bat dau véi liéu thap va tang liéu tir tir.

Liéu ban ddu cho nguoi bénh ngoai tru: 75 mg/ngay, chia ba lan. Néu can co
thé tang t6i 150 mg/ngay. Cling c6 thé udng 1am mot 1an vao luc di ngi (co the do
budn ngu luc ban ngay). Lleu tang dugc uu tién dung budi chiéu hogc budi tdi. Tac
dung giai lo va an than xuét hién rt sém, con tac dung chong trdm cam c6 thé
trong vong 3 - 4 tuan diéu tri, tham chi nhiéu tuan sau méi thay dugc. Piéu quan
trong 1a phai tlep tuc diéu tri thoi gian dai dé c6 thé danh gia két qua. Thuong it
nhat 1a 3 tudn. Néu tinh trang ctia nguoi bénh khong cai thién trong vong 1 thang,
can di kham thay thudc chuyén khoa.

Liéu duy tri ngoai trit: 50 - 100 mg/ngay. V61 ngudi bénh thé trang tbt, dudi 60
tudi, lidu c6 thé tang 1én dén 150 mg/ngay, uong mot 1an vao budi tbi. Tuy nhién,
lidu 25 - 40 mg mdi ngay co thé du cho mot sb ngu0’1 bénh. Khi da dat tac dung
day du va tinh trang bénh da duoc cai thién, nén giam lidu xudng dén liéu thap
nhat c6 thé dugc dé duy tri tac dung. Tlep tuc diéu tri duy tri 3 thang hodc lau hon
dé giam kha ning tai phat. Ngimg diéu trj can thuc hién dan ting budc va theo ddi
chat ché vi c6 nguy co tai phat.

‘ Dé{ VOi nggfo"i bénlg diéy tri tai bénh vién: Liéq ban dau }én dén 100 mg/ngay,
can thiét c6 thé tang dan dén 200 mg/ngay, mot s6 nguoi can toi 300 mg. Nguoi
bénh cao tudi va nguoi bénh tré tudi (thi€u nién) dung li€u thap hon, 50 mg/ngay,
chia thanh liéu nhd.

‘ Phoi hop thuég tiém va thuoc vién: Mot s6 truong hop co thé‘bét dau ‘diéu tri
bang thuoc tiém bap hodc tiém tinh mach trong khoang 1 tuan, liéu ban dau: 20 -
30 mg/lan, 4 lan/ngay. Tac dung do ti€ém t0 ra nhanh hon udéng. Sau do chuyén
sang thuoc udng, cang sém cang tot.

Huréng dan diéu tri cho tré em:

Tinh trang tram cam: Khong nén dung thude cho tré em dudi 12 tudi (do thiéu
kinh nghiém).

T}liéu nién: L‘iéu ban dau: 10 mg/lan, 3 1an/ngay va 20 mg lic di ngt. Can thiét
c6 thé tang dan li€u, tuy nhién liéu thuong khong vuot qua 100 mg/ngay.

Pai dim ban dém ¢ tré lon: Liéu goiychotre 6-10 tu(x)i‘: 10 - 20 mg uéng lic
di ngu; tré trén 11 tudi: 25 - 50 mg udng trude khi di ngu. Dicu tri khong duoc kéo
dai qué 3 thang.

Nhan xét:

Nguy co tu tir van con trong qué trinh diéu tri cho dén khi bénh di thuyén giam.

Vige diéf:u trj trdm cam kem theo tam ghﬁn phan li€t phai luén phéi hop véi cac
thu6e an thén kinh vi cac thudc chéng trdm cam 3 vong c6 thé lam cho cac trigu
ching loan than ndng hon.



116 CONG BAO/S6 119 + 120/Ngay 26-01-2012

O nguoi bénh hung - tram cam, tang nguy co xay ra va keo dai giai doan hung
cam. Poi voi ngudi dong kinh, can diéu tri chong dong kinh mot cach phu hop dé
bu trtr cho nguy co tang con trong qua trinh diéu tri.

Nguy co gy ngu c6 thé giy ra tai nan trong khi lao dong, 14i xe...

Nhay cam rugu c6 thé gia ting trong khi diéu tri. Nguy co ting nhén ap cap
tinh ¢6 thé xay ra. Nguy co sau rang 1a bién ching thong thuong khi diéu tri thoi
gian dai.

Twong tac thudc

Tuong tac gitta cac thude chéng tram cam ba vong vé6i chit e ché monoamin
oxidase la tuong tac co6 tiém nang gay nguy co tir vong.

Phdi hop voi phenothiazin giy ting nguy co 1én con dong kinh.

Cac ‘ghuéc chéng trAm cam ba vong trc ché enzym gan, néu phdi hop véi cac
thudc chong dong, c6 nguy co tang tdc dung chong dong 1én hon 300%.

Céc hormon sinh duc, thudc chéng thu thai uéng lam tang kha dung sinh hoc
cta cac thudc chong tram cdm ba vong.

Khi dung physostigmin dé dao nguoc tac dung cua cac thudc chdng trAm cam

3 vong trén hé than kinh trung uvong (diéu tri 1a 1an, hoang tudng, hon mé) cé thé
gay bldc tim, rdi loan dan truyén xung dong, giy loan nhip.

Véi levodopa, tac dung khang cholinergic ctia cac thudc chong tram cam co
thé lam da day day thic an cham, do d6 lam giam sinh kha dung cua levodopa.

_ Cimetidin tc ché chuyén héa cécqthuéc phéng tram cam ba vong, lam ting
nong do cac thudc nady trong mau cé thé dan dén ngo doc.

Clonidin, guanethidin hodc guanadrel bi giam tac dung ha huyét ap khi sir
dung dong thoi voi cac thuoc chong tram cam 3 vong.

Str dung ddng thoi voi cac thude chdng traim cam ba vong va cac thude cudng
giao cam lam tang tac dung trén tim mach c6 thé dan dén loan nhip, nhip nhanh,
tang huyét &p nang, hodc sot cao.

Amitriptylin lam tang tac dung do do lam tang nguy co tut huyét dp, tut huyét
dp thé dimg ciia cdc thuoc ha huyét dp: Acetazolamid, amilorid, ether, furosemid,
halothan, hydralazin, hydroclorothiazid, ketamin, methyldopa, natri nitroprusiat,
nito oxyd, reserpin, spironolacton, thiopental.

Cdc thuéc lam tang nguy co gdy loan nhip ciia amitriptylin: Artemether phoi
hop vo61 lumefantrin, clorphenamin, epinephrin, ether, haloperidol, halothan,
ketamin, nito oxyd, procainamid, quinidin, thiopenthal.

Cdc thuoc lam ting tdc dung phu cua amitriptylin: Cac thudc khang muscarin
(atropin, biperiden), cac thudc ¢ ché than kinh trung uong (clorpheniramin,
clorpromazin, fluphenazin).

Cdc thubc lam ting tic dung an than cia amitriptylin: Clonazepam, cloral
hydrat, clorpheniramin, codein, diazepam, morphin, pethidin, rugu.
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Cdc thuoc lam tang nong dé amitriptylin trong huyét twong, lam tang doc tinh
cua amitriptylin: Clorpromazin, cimetidin, fluphenazin, haloperidol, ritonavir,
thuoc tranh thai dang udng, verapamil.

Cac thuoc lam gzam nong dé amitriptylin trong huyét twong, do dé lam gidm
téc dung chong tram cam: Carbamazepin, phenobarbital, phenytoin, rifampicin.

Cdc thudc bi gidm tic dung khi ding dong thoi véi amitriptylin: Glycerin
trinitrat, isosorbid dinitrat.

Amitriptylin 1am giam tac dung cta cac thudc chdng dong kinh (do 1am giam
ngudong co giat) nhu acid valproic, carbamazepin, ethosuxinid, phenobarbital,
phenytoin.

P on dinh va biao quan

Thudc tiém amitriptylin hydroclorid phai bao quan & nhiét do dudi 40°C, tot
nhat la 15 - 30°C; tranh dé dong lanh, tranh anh sang vi c6 thé tao thanh ceton va

tha néu dé tlep xuc voi anh sang. Cac vién nén am1tr1ptyl1n hydroclorld phai bao
quan trong d6 dung kin & nhiét do 15 - 30°C. Tranh tiép xtc véi nhiét do trén 30°C.

Twong ky

Khéng dugc pha lodng thudc véi nude ép nho hodc dd udng cé chira carbonat.

Qua lidu va xir tri

Triéu chirng: Ngu ga Ia 14n, co giat (dong kinh), mat tap trung, gian dong tu,
rdi loan nhip tim, 4o giac, kich dong, thd nong, kho tho, yeu mét, non, khé miéng.

Xuw tri: Chu yeu 1a diéu tri triéu chimg va hd trg, bao gom.

Rira da day: Dung than hoat duéi dang bun nhiéu lan;

Duy tri chtrc ning ho hép, tuan hoan va than nhiét;

, Theo doi churc nang tim mach, ghi dién tam dd, theo ddi chit chd nhip tim (it

nhat 5 ngay);

Piéu tri loan nhip: Dung lidocain, kiém hoa mau tGi pH 7.4 - 7,5 béng natri
hydrocarbonat tiém tinh mach.

Xu tri co giat bang cach dung diazepam, lorazepam theo dudng tinh mach.
Khong dung phenytoin vi lam tdng nguy co loan nhip tim.

Tham phan phuc mac, loc mau, 191 niu, khéng co6 tac dung trong xtr tri ngd
doc thude chong trim cam ba vong.

Vai ngay sau khi c6 vé hoi phuc c6 thé xuat hién cac hoi ching nang: Mé sang,
14 1an, gidy giua, hoang tudng, mat y thire, co giat, rung giat co, tang phan Xa, giam
than nhiét, huyét ap thap, suy ho hap va tim mach, loan nhip tim ning c6 thé nguy
hiém dén tinh mang. Can theo d&i va xir tri kip thoi.

Théng tin quy ché

Amitriptilin hydroclorid ¢6 trong Danh muc thudc thiét yéu Viét Nam ban
hanh 1an tha V, nim 2005 va Danh myc thudc chita bénh chil yéu sir dung tai cac
co s¢ kham chita bénh do B Y té ban hanh, nam 2008.
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AMLODIPIN

Tén chung quoc té: Amlodipine.

Ma ATC: C08C AOI.

Loai thudc: Chong dau that nguc, chong ting huyét ap, chat d6i khang kénh calci.

Dang thudc va ham lwong

Vién nén: 2,5 mg, 5 mg, 10 mg amlodipin.

Nang: 5 mg, 10 mg amlodipin.

Duogc Iy va co ché tac dung

Amlodipin 13 dan chét cua dihydropyridin c6 tac dung chen dong vao calci qua
mang t€ bao. Amlodipin ngan chan kénh calci loai L phu thudc dién thé, tac dong
trén cac co tron mach mau va tim.

Amlodipin cé tac dung chdng tang huyét ap bang cach truc tiép lam gidn co
tron quanh dong mach ngoai bién va it c6 tac dung hon trén kénh calci co tim. Vi
vay thuoc khong lam dan truyén nhi that & tim kém di va cling khong anh hudng
xau dén luc co co tim. Amlodipin cling ¢6 tac dung tot 1a gidam strc cdn mach mau
than, do do6 lam tang luu luong mau & than va cai thién chuc nang than. Vi vay
thudc cling c6 thé dung dé diéu tri ngu’(‘wi bénh suy tim con bu.

Amlodipin khong c6 anh huong xau dén ndéng do lipid trong huyet tuong hoac
chuyén hoa glucose, do d6 c6 thé dung amlodipin dé diéu tri tang huyét ap & nguoi
bénh dai thio duong. Amlodipin cé tac dung tot ca khi dimg, nam ciing nhu ngoi
va trong khi 1am viéc. Vi amlodipin tac dung chim, nén it c6 nguy co ha huyét ap
cap hodc nhip nhanh phan xa.

Tac dung chong dau that nguc: Amlodipin 1am gidn céac tiéu dong mach ngqai
bién, do do lam giam toan bo lyc can ¢ mach ngoai bién (hdu ganh giam). Vi tan
sO tim khong bi tac dong, hau ganh giam lam cong cua tim giam, cung voi giam
nhu cau cung cdp oxy va niang luong cho co tim. Piéu nay lam giam nguy co dau
tha:[ nguc. Ngoai ra, amlodipin cling gy glan dong mach vanh cd trong khu vuc
thiéu mau cuc bd va khu vuc duge cung cap mau binh thuong. Sy gidn mach nay
lam ting cung cap oxy cho nguoi bénh dau that nguc thé co that (dau thit nguc
kiéu Prinzmetal). Diéu nay lam giam nhu cau nitroglycerin va bang cach nay, nguy
co khang nitroglycerin c6 thé giam. Thoi gian tac dung chdéng dau thit nguc kéo
dai 24 gio. Ngudi bénh dau thit nguc c6 thé dung amlodipin phdi hop voi thude
chen beta va bao gio ciing dung cing véi nitrat (diéu tri co ban dau thit nguc).

Duwoc dong hoc

Sinh kha dung cua amlodipin khi udng khoang 60 - 80% va khong bi anh
huong boi thirc an. Nong do dinh trong huy¢t tuong dat duoc sau khi uong liéu
khuyén cdo 6 dén 12 gid. Nura doi trong huyét tuwong tir 30 - 40 gio. Nong d on
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dinh trong huyét twong dat duoc 7 dén 8 ngay sau khi uéng thudc mdi ngay mot
1an. Thé tich phan bd xap xi 21 lit/kg thé trong va thudc lién két v6i protein - huyét
tuong cao (trén 98%). D§ thanh thai trong huyét tuong té1 muc binh thuong vao
khoang 7 ml/phat/kg the trong do bai tiét chu yéu thong qua chuyén hoa trong gan.
Céc chat chuyén hoa mét hoat tinh va bai tiét qua nudc tiéu.

O nguoi suy gan, nira doi cua amlodipin tang, vi vay co thé can phai giam liéu
hodc kéo dai thoi gian gitra cac liéu dung.

Chi dinh

Diéu trj ting huyét ap.

Diéu tri dau that nguc.

Chéng chi dinh

Qua man v6i dihydropyridin.

Théan trong

Vi nguoi giam chirc ndng gan, hep dong mach chu, suy tim sau nh01 mau co
tim cdp, suy tim chua duoc diéu tri 6n dinh, loan chuyén hoa porphyrin cap.

Thoi ky mang thai

Cac thudc chen kénh calci c¢6 thé tc ché con co tir cung som. Tuy nhién, thude
khong c6 tac dung bat loi cho qua trinh sinh dé. Phai tinh dén nguy co thiéu oxy
cho thai nhi néu gy ha huyét 4p & ngudi me, vi ¢ nguy co lam giam tuéi mau
nhau thai. Pay la nguy co chung khi dung céac thude diéu tri tang huyét ap, chiing
c6 thé lam thay doi luu lugng méau do gian mach ngoai bién.

O dong vat thuc nghié¢m, thudc chen kénh calci co thé gdy quai thai, di tat
xuong. Vi vy, tranh dung amlodipin cho nguoi mang thai, ddc bi€t trong 3 thang
dau thai ky.

Thoi ky cho con bu

Chua c6 thong bao nao danh gia sy tich liy cua amlodipin trong sira me,
khong nén sir dung thudc trén phu nit dang cho con bu.

T4c dung khong mong muén (ADR)

Phan ng phy thuong gap nhat ctia amlodipin 1a phu ¢6 chén, tir nhe dén trung
binh, lién quan dén liéu dung. Trong thir nghiém lam sang, c6 d6i chimg placebo,

tac dung nay gip khoang 3% trong s6 ngudi bénh diéu tri véi lidu 5 mg/ngay va
khoang 11% khi dung 10 mg/ngay.

Thuong gap, ADR > 1/100

Toan than: Phu c6 chan, nhirc dau, chéng mat, do birng mat va c6 cam giac
noéng, mét moi, suy nhuoc.

Tuan hoan: Panh tréng nguc.
Than kinh trung wong: Chudt rit.
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Tiéu hoa: Budn non, dau bung, kho tiéu.

H6 hap: Kho tho.

It gép, 1/1000 < ADR <1/100

Tuéin hoan: Ha huyét ap qua muc, nhip tim nhanh, dau nguc.

Da: Ngoai ban, ngura.

Co, xuong: Dau co, dau khop.

Tam than: R4i loan gidc ngu.

Hiém gdp, ADR <1/1000

Tuén hoan: Ngoai tim thu.

Tiéu hoéa: Tang san loi.

Da: Noi may day.

Gan: Tang enzym gan (transaminase, phosphatase kiém, lactat dehydrogenase).

Chuyén hoa: Ting glucose huyét.

Tam than: La lan.

Mién dich: Hong ban da dang.

Liéu lwong va cach ding

Pé diéu trj ting huyét ap va g’[au thit nguc, liéu phai phu hQ‘p‘ cho tung r}guﬁi
béph. N()i‘chung, khéi dau véi lieu binh thu:(‘)’ng la 2,5 -5 mg/1 lan/ngay. Li€u co
thé tang dan, cadch nhau tir 7 - 14 ngay cho dén 10 mg/1 lan/ngay.

Trén bé,nh nhan cao tu(‘)i,‘bénh nhan suy giam chtrc ning gan: Nén dung liéu
khoi dau thap hon (2,5 mg/1 lan/ngay).

Tré em > 6 tudi: Liéu thong thuong 9(’) hiéu qua 14 2,5 - 5 mg/1 lan/ngay. Chua
xac dinh dugc an toan va hiéu qua voi li€éu vugt qua 5 mg/ngay.

Twong tac thudce

Cac thucf)c gdy mé 1am ting tac dung chong ting huyét ap cuia amlodipin va c6
thé lam huyét 4p gidm manh hon.

Lithi: Khi dung cung v6i amlodipin, c6 thé gdy doc than kinh, budn non, non,
ia chay.

Thudc chong viém khong steroid, ddc biét 1a indomethacin c6 thé lam giam tac
dung chong tang huyét &p ctia amlodipin do ¢ ché tong hop prostaglandin va/hoac
gitr natri va dich.

Céc thudc lién két cao véi protein (nhu dan chat coumarin, hydantoin...) phai
d1:1ng than trong V(’Ii, amlodipin, vi amlodipin cling lién lgét cao Yéi prot§in nén
nong do cua cac thude ndi trén ¢ dang ty do (khong lién két), co thé thay doi trong
huyét thanh.
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P on dinh va bao quén

Bao quan & nhiét d6 dudi 40°C, t6t nhit tir 15 - 30°C trong binh kin, tranh
anh sang.

Qua liéu va xir tri

Nhiém doc amlodipin rat hiém.

Dung 30 mg amlodipin cho tré em 1 tudi rudi chi gy nhiém doc "trung binh".

Trong trudng hop qua liéu véi thude chen calci, cach xt tri chung nhu sau:

Theo doi tim mach beng dién tam 516 va diéu tri trigf:u c‘hl'rng cac ‘Eéc dung 1én
tim mach cung vai rira da day va cho udng than hoat. Néu can, phai diéu chinh cac
chat di¢n gidi. Truong hop nhip tim cham va bloc tim, phai tiém atropin 0,5 - 1 mg
vao tinh mach cho nguoi 16n (voi tré em, ti€m tinh mach 20 - 50 microgram/1 kg
thé trong). Néu can, tiém nhac lai. Tiém nho giot tinh mach 20 ml dung dich calci
gluconat (9 mg/ml) trong 5 phut cho nguoi 16n; thém isoprenalin 0,05 - 0,1
microgam/kg/phut hoac adrenalin 0,05 - 0,3 microgam/kg/phut hodc dopamin 4 - 5
microgam/kg/phut.

Vi nguoi bénh giam thé tich tudn hoan can truyén dung dich natri clorid
0,9%. Khi can, phai dat may tao nhip tim.

Trong truong hop bi ha huyét ap nghiém trong, phai tiém tinh mach dung dich
natri clorid 0,9%, adrenalin. Néu khong tac dung thi dung isoprenalin phoi hop véi
amrinon. Dicu tri triu ching.

Théng tin quy ché

Amlodipin c6 trong Danh muc thudc thiét yéu Viét Nam ban hanh 1an tht V,

nam 2005 va Danh muc thude chira bénh chu yéu st dung tai cac co s& kham chira
bénh, nam 2008.
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AMOXICILIN VA KALI CLAVULANAT

Tén chung qudc té: Amoxicillin and clavulanate potassium.

Ma ATC: JO1C RO2.

Loai thudc: Khang khuan.

Dang thuodc va ham luong

Céc dang thudc ubng ding amoxicilin trihydrat va kali clavulanat. Dang thudc
tiém dung amoxicilin natri va kali clavulanat. Ham lugng thudc duoc tinh theo
amoxicilin khan (Amox.) va acid clavulanic (Clav.).

Vién nén: Phéi hop amoxicilin véi kali clavulanat theo ty 1¢ 2:1, 4:1 hoac 7:1
(250 mg/125 mg hoac 500 mg/125 mg hoac 875 mg/125 mg).

Vién phan tan: Phdi hop amoxicilin véi kali clavulanat theo ty 1& 2:1 (250
mg/125 mg).

Vién nhai dugc: Phdi hop amoxicilin voi kali clavulanat theo ty 1€ 4:1 hoac 7:1
(125 mg/31,25 mg hodac 200 mg/28,5 mg hoac 250 mg/62,5 mg hodac 400 mg/57 mg).

Bot pha hon dich dé udng (chai, goi): Phdi hop amoxicilin véi kali clavulanat
theo ty 1¢ 4:1 hodc 7:1 (125 mg/31,25 mg hodc 200 mg/28,5 mg hodc 250 mg/62,5
mg; hoa vao nude cho 5 ml hon dich).

Bt pha tiém hoac truyén tinh mach: Phoi hop amoxicilin véi kali clavulanat
theo ty 1€ 5:1 (500 mg/100 mg - dung cho tré em va 1000 mg/200 mg).

Duoec Iy va co ché tac dung

Amoxicilin va kali clavulanat 1 mot phoi hop ¢6 tac dung diét khuan, Su phdi
hop nay khong lam thay d6i co ché tac dung cua amoxicilin (¥c ché tong hop
peptidoglycan mang té bao vi khuan) ma con c6 tac dung hiép ddng diét khuan, mo
rong pho tac dung cua amoxicillin chdng lai nhiéu vi khuén tao ra beta- lactamase

trude day khang lai amoxicilin don doc, do acid clavulanic c6 ai luc cao va gan
vao beta-lactamase cua vi khuan dé trc ché.

Acid clavulanic thu dugc tir sy 1én men cta Streptomyces clavuligerus, c¢6 ciu
tric beta-lactam gan gidong nhan penicilin, ban than c6 tic dung khang khuan rat
yéu ddng thoi co kha ning tc ché beta-lactamase do phan 16n cac vi khuan Gram
am va Staphylococcus sinh ra, nhung Staphylococcus khang methicilin/oxacilin
phai coi la da khang amoxicillin va acid clavulanic. /n vitro, acid clavulanic
thuong e ché penicilinase tu ciu, betalactamase tao ra do Bacteroides fragilis,
Moraxella catarrhalis (tén trude day la Branhamella catarrhalis), va cac beta-
lactamase phan loai theo Richmond va Sykes typ II, III, IV va V. Acid clavulanic
c6 thé trc ché mot vai loai cephalosporinase tao ra do Proteus vulgaris, Bacteroides
fragilis va Burkholderia cepacia (tén trudc ddy la Pseudomonas cepacia) nhung
thuong khong trc ché cephalosporinase truyén qua nhiém sic thé Richmond-Sykes
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typ I; do d6 nhiéu chung Citrobacter, Enterobacter, Morganella, Serratia spp., va
Pseudomonas aeruginosa van khang thudc. Mot s6 beta-lactamase pho rong truyén
qua plasmid ciua Klebsiella pneumoniae, mdt s& Enterobacteriaceae khac va
Pseudomonas aeruginosa cling khong bi acid clavulanic tic ché.

Acid clavulanic ¢6 thé tham qua thanh té bao vi khuan, do d6 c6 thé trc ché
enzym & ngodi t& bao va enzym gin vao té bao. Cach tac dung thay d6i tiy theo
enzym bi trc ché, nhung acid clavulanic thuong tic dung nhu mot chét e ché co
tinh tranh chap va khong thuan nghich.

Pho diét khuén cua thudc bao gom:

Vi khudn Gram dwong:

Loai va khi: Streptococcus faecalis, Streptococcus pneumoniae, Streptococcus
pyvogenes, Streptococcus viridans, Staphylococcus aureus, Corynebacterium,
Bacillus anthracis, Listeria monocytogenes.

Loai ky khi: Cac loai Clostridium, Peptococcus, Peptostreptococcus.
Vi khudn Gram ém:

Loai va khi: Haemophilus influenzae, Moraxella catarrhalis, Escherichia coli,
Proteus mirabilis, Proteus vulgaris, cac loai Klebsiella, Salmonella, Shigella,
Bordetella, Neisseria gonorrhoeae, Neisseria meningitidis, Vibrio cholerae,
Pasteurella multocida.

Loai ky khi: Cac loai Bacteroides ké ca B. fragilis.

Nhu vay amoxicillin va kali clavulanat c6 téc dung doi véi ca hai loai vi khuan
tao va khong tao beta-lactamase nhay cam voi thudc, nhung nhiéu nha 1am sang
cho rang dé diéu tri vi khuin khong tao beta-lactamase thi nén wu tién dung
amoxicilin don doc, danh thube phéi hop cho cac loai tao beta-lactamase nhay
cam. Do thudc c6 nguy co gy vang da & mat, nén khong duge dung thude qua 14
ngay. Trudc khi bat dau diéu tri bang thuc phdi hop, phai xac dinh vi khuan giy
bénh va 1am khang sinh d6. Trong khi chd két qua, cho diéu tri bang thudc phodi
hop néu nghi ngd do vi khuan tao beta-lactamase. Néu két qua xét nghiém cho
thdy khang thudc, phai ngimg ngay. Néu thdy do vi khuan khong tao beta-
lactamase nhay cam v&i aminopenicilin, mot s thay thuéc khuyén nén chuyén
sang dung aminopenicilin nhung thuc té kho thyuc hién.

Duoc dong hoc

Amoxicilin va kali clavulanat déu hap thu d& dang qua duong udng va cling bén
vitng v6i dich acid cua da day. Nong d6 ctia amoxicilin va acid clavulanic trong
huyét thanh dat t6i da sau 1 - 2,5 gio udng liéu don dang thudc vién thong thuong.

Kali clavulanat khong lam anh hudng té1 dugc dong hoc cua amoxicilin, tuy
nhién amoxicilin c6 thé lam tang hap thu qua dudng tiéu hoa va thai trir qua dudng
niéu ddi voi kali clavulanat so voi khi dung kali clavulanat don doc. Sau khi ubng



124 CONG BAO/S6 119 + 120/Ngay 26-01-2012

thudc vién lidu 250 mg amoxicilin va 125 mg acid clavulanic, ndng do trong huyét
thanh dat 3,7 - 4,8 microgam/ml ddi v6i amoxicilin va 2,2 - 3,5 microgam/ml ddi
v6i acid clavulanic. Sau khi uéng thudc vién liéu 500 mg amoxicilin va 125 mg
acid clavulanic, nong d6 trong huyét thanh dat 6,5 - 9,7 microgam/ml véi
amoxicilin va 2,1 - 3,9 microgam/ml ddi véi acid clavulanic. Véi liéu don hon dich
dung duong ubng chira 250 mg amoxicilin va 62,5 mg acid clavulanic, nong do
amoxicilin dat trung binh 6,9 microgam/ml va acid clavulanic dat 1,6 microgam/ml.
Sau 1 gid uéng 20 mg/kg amoxicilin + 5 mg/kg acid clavulanic, s& ¢ trung binh
8,7 microgam/ml amoxicillin va 3,0 microgam/ml acid clavulanic trong huyét
thanh. Sy hép thu ctia thuéc khong bi anh hudng béi thirc an voi dang ché phém
pho1 hop thong thudng. Tuy nhién, dang vién giai phong kéo dai cho hép thu tbt
nhat khi udng thudc ngay trudc bira an. Pong thoi khong nén udng dang vién giai
phong kéo dai véi bita dn c¢6 nhiéu chit béo do hip thu clavulanat bi giam va ciing
khéng nén udng dang thude nay trong khi d6i do hap thu amoxicilin bi giam.

Sau khi udng, ca amoxicilin va acid clavulanic déu phan bd vao phdi, dich
mang phdi va dich mang bung, di qua nhau thai. Mot luong thude nho dugc tim
thiy trong dom, nudc bot ciing nhu trong sita me. Khi mang nio khong bi viém,
ndéng d6 thudc trong dich nio tay rat thap, tuy nhién luong thude 16n hon dat duge
khi mang ndo bi viém. Amoxicilin lién két véi protein huyét thanh khoang 17 -
20% va acid clavulanic dugc thong bao lién két véi protein khoang 22 - 30%.

Kha dung sinh hoc dudng udng ctia amoxicilin 12 90% va cua acid clavulanic
la 75%. Nua doi sinh hoc ctia amoxicilin 1a 1 - 2 gi¢ va cia acid clavulanic la
khoang 1 gio.

Sau khi uéng lidu don amoxicilin va kali clavulanat & ngudi 16n c6 chirc ning
than binh thuong, 50 - 73% amoxicilin va 25 - 45% acid clavulanic dugc thai qua
nuéc tiéu dudi dang khong doi trong vong 6 dén 8 gio. O ngudi suy than, nong do
huyét thanh cta ca amoxicilin va acid clavulanic déu cao hon ciing nhu nira doi
thai trir ciing kéo dai hon. O bénh nhan véi thanh thai creatinin 9 ml/phit, nira doi
ctia amoxicilin va acid clavulanic 1an luot 14 7.5 va 4,3 gio.

Ca amoxicilin va acid clavulanic déu bi loai b6 khi thim phan mau. Khi tham
phan mang bung, acid clavulanic ciing bi loai bo trong khi chi mét lugng rat nho
amoxicilin bi loai bo.

Probenecid kéo dai thoi gian dao thai cia amoxicilin nhung khong anh huong
dén sy dao thai cua acid clavulanic.

Chi dinh

Céc ché pham amoxicilin va kali clavulanat dugc ding dé diéu tri trong thoi gian
ngan (dudi 14 ngay) cac truong hop nhiém khuan gy ra bdi cac chung san sinh ra
beta-lactamase khong dap tmg véi diéu tri bang cac aminopenicilin don doc:

Nhiém khuén ning dudng hé hip trén: Viém amidan, viém xoang, viém tai



CONG BAO/S6 119 + 120/Ngay 26-01-2012 125

gitta dd duoc diéu tri bang cac khang sinh thong thudng nhung khong da.

Nhiém khuan duong ho hap dudi boi cac ching H. influenzae va Moraxella
catarrhalis (t€n trudc day: Branhamella catarrhalis) san sinh beta-lactamase:
Viém phé quan cdp va man, viém phdi - phé quan.

Nhiém khuan ning duong tiét niéu - sinh duc béi cac ching E. coli, Klebsiella
va Enterobacter san sinh beta-lactamase nhay cam: Viém bang quang, viém ni¢u
dao, viém bé than (nhi€ém khuan duong sinh duc nir).

Nhiém khuan (}a va mé mém: Mun nhot, con trung dét, ap xe, nhiém khuan vét
thuong, viém mo t€ bao.

Nhiém khuan xwong va khép: Viém tuy xuong.

Nhiém khuéin nha khoa: Ap xe 6 ring.

Nl}iém khuan khac: Nhiém khuan do sdy thai, nhiém khuédn san, nhiém khuan
trong 6 bung.

Chong chi dinh

Di tng v61 nhom beta-lactam (céc penicilin va cephalosporin)

Can cht y dén kha ning di ung chéo véi cac khang sinh beta-lactam nhu céac
cephalosporin.

Than trong

Cht ¥ dén ngudi gia, nguoi bénh co tién st vang da/réi loan chirc ning gan
do dung amoxicilin va kali clavulanat vi acid clavulanic gy tang nguy co r mat
trong gan.

Céc dau hiéu va triéu chimg vang da & mat tuy it xay ra khi dung thuc nhung
c6 thé ndng. Tuy nhién nhirng triéu chimg d6 thuong hoi phuc dugc va s€ hét sau 6
tuan ngung diéu tri.

C6 thé xay ra phan ng qua man trAm trong & nhirng nguoi bénh co tién st di
ung vo1 penicilin hodc cac di nguyén khac, nén trude khi bat dau di€u tri bang
amoxicilin can phai di€u tra k¥ tién sir di ing vdi penicilin, cephalosporin va cac
di nguyén khac.

Nguoi suy than trung binh hay ning can cha y diéu chinh liéu dung (xem phan
liéu dung).

Nguoi ding amoxicilin bi man dé kém sét noi hach.

Dung thudc kéo dai d6i khi lam phat trién cac vi khuan khang thudc.

Phai dinh ky kiém tra chi sb huyét hoc, chirc ning gan, than trong subt qua
trinh diéu tri. Can c¢6 chan doan phan biét d€ phat hi¢n cac truong hop ti€u chay do
C. difficile va viém dai trang c6 mang gia.

C6 nguy co phat ban cao & bénh nhan tang bach cau don nhan nhiém khuan.

Bénh nhan bi phenylketon ni€éu va bénh nhan can kiém soat luong
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phenylalanin phai thén trong khi dung vién nhai hodc bot pha hdn dich c6 chira
aspartam do aspartam chuyén hoa trong duong tiéu hoa thanh phenylalanin.

Khi tiém tinh mach liéu cao can duy tri can bang luong dich xuét nhap dé giam
thiéu hién twong soi - niéu. Phai klem tra thuong xuyén cac 6ng thong bang quang
dé tranh hién tuong két tua giy tic khi c6 ndong d6 ché pham cao trong nudc tiéu &
nhiét do thuong.

Thoi ky mang thai

Nghién ciru thyc nghiém t{én qua trinh sinh san cua chudt dé chimg minh khi
dung ché pham theo duong udng va tiém voi liéu 16n hon 10 lan liéu dung cho
ngudi déu khong gay di dang. Tuy nhién, vi con it kinh nghiém vé dung ché pham

cho nguoi mang thai, nén can tranh sir dung thudc ¢ ngudi mang thai nhit 1 trong
3 thang dau, trir truong hop can thiét do thay thude chi dinh.

Thoi ky cho con bu

Trong thot ky cho con bu co the dung ché pham. Thudc khong géy hai cho tre
dang bt me trir khi c6 nguy co bi man cam do c6 mot lugng rat nho thude trong sira.

Tac dung khong mong mudn (ADR)

_ Cac tac dung khong mong mudn thudng c6 lién quan dén lidu dung. Khi ding
hon hgp amoxicilin va kali clavulanat, trir tdic dung phu trén dudng ti€éu hda thuong
gap voi tan suat nhiéu hon, cac tac dung phu khac noi chung xuat hién vai tan suat
va mic d tuong ty nhu khi chi dung don chat amoxicillin. Cac tac dung khong
mong muon khi dung hon hop amoxicilin va kali clavulanat duong uong thuong
nhe va thoang qua, chi dudi 3% ngudi bénh phai ngung dung thuoc.

Thuwong gap, ADR > 1/100

Tiéu hoa: Tiéu chay (9%), budn non, ndn (1 - 5%). Budn ndén va ndn cé lién
quan dén liéu dung acid clavulanic (dung liéu 250 mg acid clavulanic ting nguy co
1én 40% so véi dung liéu 125 mg).

Da: Ngoai ban, ngtra (3%).
It gap, 1/1000 < ADR < 1/100
Mau: Tang bach cu ua eosin.

Gan: Viém gan va vang da r mat, tang transaminase. C6 thé nang va kéo dai
trong vai thang.

Khac: Viém 4m dao do Candida, nhirc dau, sot, mét moi.

Hiém gdp, ADR < 1/1000

Toan than: Phan img phan v¢, phu Quincke.

Méu: Giam nhe tiéu ciu, giam bach cau, thiéu mau tan mau.

Tiéu hoa: Viém dai trang c6 mang gia.

Da: Hoi chung Stevens - Johnson, ban d6 da dang, viém da bong, hoai tir biéu
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bi do ngd doc.

Than: Viém than ké.

Huéng din cach xir tri ADR

Néu phan tng di Gng xay ra nhu ban d6, phu Quincke, sdc phan vé, hoi chung
Stevens - Johnson, phai ngung liéu phap amoxicilin va ngay lap tirc diéu tri cp
clru bang adrenalin, thd oxygen, liéu phap corticoid tiém tinh mach va thong khi,
ké ca dat ndi khi quan va khong bao gio dugc di€u tri bang penicilin hoac
cephalosporin nira.

Viém dai trang c6 mang gia: Néu nhe: Ngung thudc; néu ning (kha nang do
Clostridium difficile): B6i phu nuwéc va dién giai, dung khang sinh chéng
Clostridium (metronidazol, vancomycin).

Liéu lwong va cach ding

Liéu luwong:

Dang uéng:

“Liéu luong thudng duge bicu thi duéi dang amoxicilin trong phdi hop. Vi ché
pham dang vién va bt pha hon dich chira amoxicilin va acid clavulanic véi cac ty
1€ phoi hop khac nhau (2:1, 4:1 hodc 7:1) nén khong thé thay thé nhau dugc (thi du
2 vién 250 mg/125 mg khong tuong duong voi 1 vién 500 mg/125 mg vi cung
chura 1 lugng acid clavulanic; 1 vién nén 250 mg/125 mg khong tuong duong véi 1
vién nhai 250 mg/62,5 mg).

Liéu ngudi 16n va tré em trén 40 kg:

1 vién 250 mg (250 mg/125 mg) cach 8 gid/lan hodc 1 vién 500 mg (500
mg/125 mg) cach 12 gio/lan.

D6i v6i nhiém khuan nang va nhiém khuan duong hé héap: 1 vién 500 mg (500
mg/125 mg) cach 8 glo’/lan hodc 1 vién 875 mg (875 mg/125 mg) cach 12 gid/lan.
Néu kho nubt, co thé dung hdn dich udng chtra 125 mg hodc 250 mg amoxicilin/5
ml thay cho vién 500 mg hoic hdn dich udng chtra 200 mg amoxicilin/5 ml thay
cho vién 875 mg.

Nguoi cao tudi: Khong can diéu chinh lidu trir khi d6 thanh thai creatinin < 30
ml/phut.

Liéu tré em dudi 40 kg can nang:

_ Tre em dudi 40 kg can nang khong dugc dung vién bao phim 250 mg do chira
liéu cao acid clavulanic.

Tré so sinh va dudi 12 tuan tudi:

30 mg/kg amoxicilin/ngay, chia 2 1an cach nhau 12 gio (dung dang hdn dich
125 mg/5 ml).

Tré trén 12 tuan tudi:

Viém xoang, nhiém khuan duong ho hap duéi, cac nhiém khuan nang:
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45 mg/kg amoxicilin/ngay, chia 2 1an cach nhau 12 gid (dung dang hon dich
200 mg/5ml hodc vién nhai 200 mg, 400 mg) hodc 40 mg/kg amoxicilin/ngay, chia
3 1an cach nhau 8 gid (dung dang hdn dich 125 mg/5ml, 250 mg/5ml hodc vién
nhai 125 mg, 250 mg).

Cac nhiém khuan nhe hon:

25 mg/kg amoxicilin/ngay, chia 2 1an cach nhau 12 gid (dung dang hon dich
200 mg/5ml hodc vién nhai 200 mg, 400 mg) hodc 20 mg/kg amoxicilin/ngay, chia
3 lan cach nhau 8 gid (dung dang hon dich 125 mg/5 ml, 250 mg/5 ml hodc vién
nhai 125 mg, 250 mg).

Viém tai giita cap:

90 mg/kg amoxicilin/ngdy, 6,4 mg/kg acid clavulanic/ngdy, chia 2 1an, udng
trong 10 ngay voi tré dudi 6 tudi bi viém tai giira ning hodc trong 5 - 7 ngdy voi
tré trén 6 tudi bi viém nhe hodc vira.

Dang tiém:

Nguoi 16n va tré em trén 12 tudi: Tiém tinh mach truc tiép rat chdm hodc tiém
truyén nhanh 1 g/lan, ct 8 gio tiém 1 1an. Truong hop nhiém khuan ning hon, co
thé hodc ting lidu tiém (ctr 6 gid tiém 1 1an) hodc ting lidu 1én t6i 6 g/ngay. Khong
bao gid vuot qua 200 mg acid clavulanic cho mdi lan tiém va 1200 mg acid
clavulanic trong 24 gid.

Dy phong nhiém khuan khi phiu thuat: Tiém tinh mach 1 liéu duy nhat 2
/200 mg (hodc 1 g/200 mg + 1 g amoxicilin) vao luc gy tién mé. Néu phiu thuat
kéo dai trén 4 gio tiém tiép theo 1 lidu 1 g/200 mg. Trong phau thuat tiéu hoa, thoi
glan du phong bang khang sinh khong duoc vuot qua thdi gian can thiép. Trong
mo da day bang ndi1 soi qua da, thoi gian can thi€ép khong qua 2 gid, nén khong can
tiém thém liéu 1 /200 mg.

Tré em, tré dang b1, tré so sinh:

Dung loai lo tiém 500 mg. Khong vuot qua 5 mg/kg thé trong ddi véi acid
clavulanic cho mdi 1an tiém.

Tré em tir ba thang dén 12 tudi: 100 mg/kg/ngay, chia 1am 4 lan, tiém tinh
mach tryuc tiép rat chdm hodc tiém truyén. Trong trudng hop nhiém khudn ning, co
thé dung té1 200 mg/kg/ngay, chia lam 4 lan tiém truyén. Li€u t61 da cua acid
clavulanic 1a 20 mg/ngay.

Tré so sinh trén 8 ngdy tudi va tré em dudi 3 thang tudi: Tir 100 mg dén 150
mg/kg/ngay chia lam 3 lan tiém truyén. Liéu to1i da cua acid clavulanic 1a 15
mg/kg/ngay.

Tré dé thiéu thang va tré so sinh dudi 8 ngay tudi: 100 mg/kg/ngdy, chia 1am
hai lan tiém truyén. Li€u t61 da cua acid clavulanic 1a 10 mg/kg/ngay.
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Suy than:

Khi c6 ton thuong than, phai thay doi liéu va/hodc s6 1an cho thudc dé dap ung
v6i1 ton thuong than.

Liéu nguoi I6m trong suy thdn (tinh theo ham lugng amoxicilin)

bo than.h .thal Liéu udng Liéu tiém
creatinin

> 30 ml/phut Khong can diéu chinh | Khong can diéu chinh lidu

Tir 10 dén 30 ml/phut | licu Liéu ban dau 1g, sau d6 cur 12
250 - 500 mg cach 12 | gio tiém 500 mg

<10 ml/phiit gio/lan Liéu ban dau 1 g, sau d¢ tiém
250 - 500 mg cach 24 | 500 mg/ngay
gid/lan

Tham phan mau 250 - 500 mg cach 24 | Liéu ban dau 1 g, sau d6 tiém
gid/lan, cho udng trong | 500 mg/ngdy, thém 1 lidu bd
va sau khi tham phan | sung 500 mg sau khi thdm phan

Liéu tré em trong suy thén (tinh theo ham lugng amoxicilin)

D0 thanh thai Liéu udng (cho tré trén Liéu tiém
creatinin 30 thang tuoi)

>30 ml/phit Khong can diéu chinh lidu | Khong can diéu chinh liu

Tir 10 dén 30 ml/phat Téi da 15 mg/kg/lan, 2 |25 mg/kg/lan, 2 lan/ngay
lan/ngay

<lombphar  |Toidalsmegkengdy |25 mgkgngdy

Tham phan mau 15 mg/kg/ngay va 15|25 mg/kg/24 gio, thém 1
mg/kg bo sung trong va lidu bbd sung 12,5 mg/kg
sau khi tham phan sau khi tham phan, tiép

theo 1a 25 mg/kg/ngay

Cach dung:

Khéng dung thude qua 14 ngay ma khong kiém tra xem xét lai cach diéu tri.

Ubng thudc vao luc bit dau an dé giam thiéu hién tuong khong dung nap thudc
& da day - rudt. Vién phéan tan duoc khudy trong mot it nudc trude khi udng.

, Thuoc chi tiém hoac truyen tmh mach, khong ti€ém bap. Tiém tinh mach truc

tiép rat cham trong 3 phut, tiém truyén khoang 30 pht.

Chi pha dung dich trude khi tiém. Khi pha c6 thé thay dung dich c¢6 mau hoi
héng nhat thoi rdi chuyén sang vang nhat hodc hoi c6 anh trang sira: Phai pha voi

nudc cat pha tiém hoic dung dich natri clorid pha tiém 0,9%. Dé tiém truyén, c6
thé dung dung dich natri lactat (M/6), dung dich Ringer hoic Hartmann. Khéng
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dugc pha voi cac dung dich chira glucose, natri bicarbonat hodc dextran. Noi
chung, khong nén tron thudc trong cung bom tiém hodc binh tiém truyén véi 1
thudc khac, nhit 1a corticoid hodc aminoglycosid. Thudc twong ky voi hydro-
cortison succinat, dung dich acid amin, dich thiy phan protein, nhii dich lipid,
neosynephrin hydroclorid, dung dich manitol.

Do bén cua dung dich ché ph?lm phu thuoc theo né)ng dd. Vi vay sau khi pha,
phai dung ngay. Phai tuan thu the tich pha, cach pha va thoi han dung nhu trong
bang “Céch dung thudc tiém”.

Bang: Cdach ding thuoc tiém

Thé | Thoi gian toi da tir
. \ tich sau khi pha cho
Lo Cich ding pha | t&i khi tiém xong
(ml) (phut)
Nguoi 16n: Tiém tinh mach truc tiép rat| 20 15
1 g/200mg chgm:3phat L
_________________________________ Tiém truyén 30 phat | 50 | 60
Tré  em: 500 | Tiém tinh mach tryc tiép rat| 10 15
mg/50mg (cho tré | chgm:3phat | |
em va tré nho) Tiém truyén 30 phut 25 60
S8 Liéu dung 1 lin
Tubi Csch diing tan | (mke tinh theo
tiem amoxicilin) va khoang
cach dung thuoc
Tré thiéu thang va | Tiém truyén: 30 phut. 2 |50 mgkg, cu 12 gio
tré so sinh dudi 8 mot lan.
ngay.
Tré so sinh trén 8 | Tiém truyén: 30 phut. 3 |30 - 50 mg/kg, cur 8 gio
ngdy va tré nho dudi mat lan.
3 thang tudi.
Tfé tur 3 thang to1 12 Tiém tinh mach truc 4 |25 mg/kg, cir 6 gid mot
nam. tiép rat cham 3 phat. lan.
Tiém truyén: 30 phut. 4 |25 -50 mg/kg, ctr 6 gio
mot lan.

Twong tac thudce

Thudc co thé gy kéo dai thoi gian chay mau va dong mau. Vi vay can pha1
can than d6i véi nhitng nguoi bénh dang diéu tri bang thudc chéng dong mau

(warfarin).
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Glong nhu cac khang sinh co6 pho tac dung rong, thudc ¢ thé 1am giam hiéu
qua ctia cac thude tranh thai udng, do d6 can phai bao trudc cho ngudi bénh.

Nifedipin 1am ting hap thu amoxicilin.

Bénh nhan tdng acid uric mau khi dung alopurinol cuing v4i amoxicilin s€ 1am
tang kha nang phat ban ctia amoxicilin.

C6 thé c6 sy d6i khang gitra chat diét khuan amoxicilin va cac chat kim khuan
nhu acid fusidic, cloramphenicol, tetracyclin.

Amoxicillin 1am giam bai tiét methotrexat, ting doc tinh trén duong tiéu hoa
va hé tao mau.

Probenecid khi udng ngay trudc hodc dong thoi voi amoxicilin 1am giam thai
trr amoxicilin, tr d6 lam tang néng do amoxicilin_trong mau. Tuy nhién,
probenec1d khong anh huong dén thoi gian ban thai, nong d6 thudc téi da trong

mau (Cmax) va dién tich dudi dudng cong ndng do thuoc trong mau (AUC) cua
acid clavulanic.

P on dinh va biao quan

Bio quan thudc vién va bot pha tiém & noi kho réo, nhiét d6 dudi 25°C.

Khi tao thanh hdn dich, thudc giit duoc trong 7 ngdy néu dugce bao quan trong
t0 lanh (khong dé dong bang)

Khi pha thanh thudc tiém, thube chi duge ding trong khoang thoi gian t6i da tir
sau khi pha cho t&i khi tiém xong nhu quy dinh trong bang “Cach dung thudc tiém”.

Twong ky

Xem phan Cdch ding & trén.

Qua liéu va xir tri

Triéu chitng: Pau bung, non va tiéu chay. Mot sb it nguoi bénh bi phat ban,
tang kich dong hoac ngu lo mo.

Xir tri: Can ngu’ng thudc ngay. Piéu tri tridu chu’ng va hd tro néu can. Néu qua
lleu xay ra so6m va khong co chong chi dinh, c6 thé gay non hoic rua da day. Qua
lidu dudi 250 mg/kg khong gdy triéu ching gl dac biét va khong can lam sach da
day. Viém than k& dan dén suy than thleu ni¢u da xay ra & mot so it nguoi bénh
dung qua liéu amoxicilin. Dai ra tinh thé trong mot sO tru’ong hop dan dén suy than

da dugc bdo cao sau qua lleu amoxicilin ¢ ngu’m 16n va tré em. Can cung cap du
nuéc va dién giai cho co thé dé duy tri bai niéu va giam nguy co dai ra tinh thé.

Tén thu:cmg than thu:0'ng phuc hoi sau khi ngtrng thudc. Tang huyet ap c6 thé
xay ra ngay ¢ nguoi co chuc nang than ton thuong do giam dao thai ca amoxicilin
va acid clavulanic. C6 thé dung phuong phap thAm phan mau dé loai bo ca
amoxicilin va acid clavulanic ra khoi tuan hoan.

Théng tin quy ché
Amoxicilin va kali clavulanat c6 trong Danh muyc thudc thiét yeu Viét Nam

ban hanh 1an tht V nim 2005 va Danh muc thudc chita bénh chu yéu sir dung tai
cac co sé kham chira bénh, nam 2008.

(Xem tiép Cong bao sd 121 + 122)
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