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dapson, digitoxin, nadolol, nortriptylin, phenobarbital, phenyl-
putazon, propoxyphen, quinin, salicylat, theophylin. Cic chét dgc
b chuyén héa gy djc trong long rudt.

Chbng chidinh

Nguoi bi li¢t rudt, tic l:llél, ll'fllng dudng tiéu hoa, bénh nhin mdi
phﬁu thudt, nguy co xuat huyét duong tiéu hoa.

Trinh dung tru6e khi ndi soi sau khi udng chét an mon trir khi
cin wu tién hap phy chat doc khic & dudmg tiéu hoa, duimg the
khong dugc bao vé, ngd doc ma nguy co hit phai chit dgc ting cao
do ndn, trao ngugc trong khi loi ich cua than hoat khong rd rang
(vi du ngd dgc hydrocarbon).

Thin trong

Thin trong ding Ch‘O ngudi hay bi sic, ngudi ¢6 rdi loan dién giai
hay mét nuéc, huyét dp thap. Khong nén dung than hoat khi nhu
dong rudt giam, c6 nguy co tac rudt.

Khong nén sir dung ciu:lg véi thube chéng nén duomg udng tac
dung toén thin hodic thude gidi dde ddc higu, vi nhimg thude nay s&
bi than hoat hap phu.

Thirc &n c6 thé han ché kha nang hép phy cita than hoat.

Than hoat cé hi¢u qué.lhép trong diéu tri ngd doc céc acid manh,
kiém manh hay cdc chat in mon khéc. Than hoat hip phy kém véi
cyanid, muoi sat va mot s0 dung méi hiru co nhur ethanol, methanol
hoic ethylen glycol.

( ngudi hon mé, chi nén ding than hoat khi da dat éng ndi khi
quan c6 bom bong chén dé bao vé dudmg the.

Cic nguy co nghiém trong lién quan dén ding than hoat bao gém
ndn, than hoat di vao phoi (¢6 thé gy tir vong), tic rudt (khi ding
da liéu).

Théi ky mang thai

Khéng c6 bing chimg thude khong nén ding cho ngudi mang thai.
Thude khong dugc hap thu toan thén.

Thoi ky cho con bi

Khéng c6 bang chimg thudc khong nén ding trong thdi ky cho con
bii. Thudc khong dugc hap thu toan thin.

Tic dung khong mong mudn (ADR)

Than hoat n6i chung khong ddc.

Thieong gap

Tiéu héa: phian den, nén, tao bén, ia chay.

Hiém gap )

Hit hodc trio nguoc vao phoi, dac biét khi rit ong thong hodc khi
ding chét giy non, hodc dat nhim dng théng. Trudong hop nay gay
viém phdi ning, c6 thé din dén tir vong. ‘

Ha huyét 4p, mét cin bing dién giai, tic rudt (khi dung da liéu).
Hudéng din céch xir tri ADR )

Huéng din ngudi bénh uéng thubc chdm vi uong nhanh s& ting
gdy nén. Xem thém muc Qua lidu va xir tri.

Li¢u hrgng va cich dung ) L
Cich ding: Phai ding than hoat cang sbm cigng 10t trong diéu .tr1
ngd dc cap, tot nhat la 30 - 60 phat, phd bién trong vong 6 gid,
nhung c6 thé t6i 8 gio sau khi udng phai mot so chat doc. Liéu dung
mot lin thuimg khoang 50 g (25 - 100 g) duge khudy trong 250 ml
nuée, lic k§ trude khi udng. C6 thé ding qua Ong thong vao da day.
Tré em: Dé dé ubng, c6 thé pha thém saccarin, dudng hodc sorbitol.
Tré nhé dung than hoat cin dugc bac si theo ddi cin bang nudc va
dién giai.

Liéu ding

Gidm hdp thu chdt dpc trong da day - rugt . .

Than hoat don lidu: Ngudi 16m va tré em dung licu 1 g/kg thé trong,
Téng thai tric cdc chat dgc 6 chu trinh gan rugt, rudt - rupt, cac
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chat cé chuyén hda gdy déc trong long rug, ubng cde chat de
dang miéng, bao, gbi, vién giai phong chdm, céc chét dpe déng
von trong long rugt.

Than hoat da lidu: Ngudi 16n va tré em, lidu ban ddu | g/kg thé
trong. Liéu nhic lai dao dong tir 0,25 - 0,5 g/kg mdi 1 dén 6 gid.
Liéu nhic lai 0,5 g/kg cho mdi 4 - 6 gi&r va trong théi gian 12 - 24
gir 1a hop 1y trong phén 1én céc trudng hop. Céc liéu nhic lai va
khoang cich gitra cic lidu phu thugc doc tinh va lugng chét doc,
tinh trang va nguy co dién bién niing cia ngudi bénh, kha ning
dung nap cua ngudi bénh. Néi chung vigc chia nho liéu va truyén
hodic dua chim vao dudng tiéu hoa két hop cac bién phap chéng
nén, chéng trao ngugc gitp tang hi¢u qua va an toan cia thude.
Tang loai bo teriflunomid

Nguoi 16m: Ding dang com qua miéng, 50 g mdi 12 gior trong
11 ngay.

Tang loai bo leflunomid (thi thudt rira troi)

Ngudi lon: Dung dang com qua miéng, S0 g/lan, 4 lan/ngdy, trong
11 ngay.

Twong téc thube )

Than hoat lam giam hdp thu ciia nhiéu thuée tir duong tiéu hoa
va do viy tranh diing ddng thi thude diéu trj dudng udng. Trong
xir ly ngé déc cép, nén ding cac thude phéi hop theo dudng tiém.
Than hoat lam giam tac dung cua cic thude giy non. Néu c6 chi
dinh, phai gdy nén trude khi dung than hoat.

Qua liéu va xir tri

Triéu chimg: C6 thé gip dau bung, chuéng bung, nén, tao bén, tic
rudt. Cac triéu chimg vé hé hdp, viém phdi hit néu hit phai than
hoat.

Xir tri: Diéu tri triéu chimg va hd trg. Theo ddi mét nude va dién
giai. Theo doi khi mau dong mach, oxy mau; lam cic xét nghiém
chirc ning phdi, chup X-quang phdi néu cé cic tri¢u chimg vé hd
hép. Néi soi phé quan c6 thé can & nhimg bénh nhan hit than ning.
Duing thudc nhuan trang néu ¢6 tao bon.

Cap nhat lan cuéi: 2020.

THEOPHYLIN

Tén chung quéc té Theophylline.

Mia ATC: RO3DA04.

Loai thube: Thudc diéu trj cdc bénh tic nghen ho hap, thude irc
ché phosphodiesterase khong chon loc, thude gidn co tron hd hp,
dan chit xanthin.

Dang thubc va ham lwgng

Ham lugng cac ché phdm dugc tinh theo theophylin khan.

Vién nang gidi phong kéo dai: 100 mg, 125 mg, 200 mg, 300 mg,
400 mg.

Vién nén giai phong kéo dai: 100 mg, 200 mg, 300 mg, 400 mg,
600 mg.

Vién nén: 125 mg, 250 mg, 300 mg.

Dung dich uéng: 27 mg/s ml.

Dung dich tiém truyén tinh mach: 0,4 mg/ml (400 mg); 0.8 mg/ml
(400 mg va 800 mg); 1,6 mg/ml (400 mg va 800 mg); 2 mg/ml
(200 mg); 3,2 mg/ml (800 mg); 4 mg/ml (200 mg va 400 mg)
(theophylin khan trong dextrose 5%).

Theophylin ciing dugc dung dé ubng va tiém, duti dang
aminop'hylin. la hdn hgp theophylin véi ethylendiamin tan trong
nuée gap 20 lan so véi theophylin don doc. Céc dang bao ché cia
aminophylin:

Aminophylin ngdm nuéc: Vién nén gidi phéng kéo dai 225 mg,
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350 mg; dung djch tiém 25 mg/ml (twong img vdi 19,7 mg theophylin
khan). Vién nén: 100 mg, 200 mg (twong img v&i 78,9 mg va
175,8 mg theophylin).

Aminophylin khan: Dung dich udng 105 mg/5 ml (tuong (mg
90 mg theophylin khan).

Durge lye hoe
Theophylin 1a mét dan chat cia xanthin ¢6 tic dyung truc tiép lam
gidn co tron phé quan va co tron mach méu phdi. Thudc ciing gidm
dap img ho hfip vGi histamin, adenosin, methacholin va céc di
nguyén. Thudc thé hién tac dung chii yéu thong qua 2 co ché: (1)
Ut ché canh tranh khong chon lgc enzym phosphodiesterase (trc
ché phosphodiesterase loai I1I va IV), diin dén ting ndng 46 AMPc
ndi bo, hoat héa protein kinase A, (rc ché tong hgp TNF-a va cic
leukotrien, do vay lam giam viém va mién dich tr nhién, (2) Déi
khang khong chon loc trén receptor adenosin. Thudc tac dong lén
receptor A , A, A, v6i cling 4i luc, diéu nay cé thé gidi thich anh
hudmg trén tim cua theophylin, cac kénh trung gian qua adenosin
ciing tAng lyc co thit co hoanh do ting chiém gitt calci. Trén phdi,
thude gidn truc tiép co tron dudmg hd hap, giam co thit phé quan,
ting luu lwgng khi va dung tich song. Theophylin ciing gian dong
mach phdi, gidm 4p lyc phdi va phan dp CO, phé nang, ting lwu
lrgng mau dén phoi.

Theophylin la thudc gidn phé quan c6 hiéu luc trong xir tri tic
nghén dudmg tho hdi phuc nhur hen phé quan, truée day thude duge
coi 14 ligu phép hang diu. Nhung nay d bi xép xudng vi tri thir
yéu, chii yéu do lgi ich khiém tdn ma thuéc dem lai, pham vi diéu
tri hep va phai theo doi nong d6 thude. Nhin chung thude chu vin
beta, nhu salbutamol hi¢u qua hon. Theophylin thuémg dugc dung
hé trg cing thude chil vén beta, va corticosteroid & ngudi bénh cin
thém tac dung gian phé quan.

Dwrgc ding hoc

Hép thu: Theophylin hép thu nhanh va hoan toan khi ding dudng
uong sinh kha dung xdp xi 100%. Thudc dat nong do dinh trong
huyet tuong sau uong 1 gid véi dung dich ubng va vién nén vi tinh
thé, 5 gior véi vién nén bao tan & rudt, 4 gu’r voi vién nang hodc vnen
nén giai phéng kéo dai. Tac dung gian phé quan dat duq'c v6i ndng
d¢ theophylin trong khoang5 - 15 mlcrogam!ml véi nong d6 > 20
microgam/ml thudc thuomg gy ADR. Céc ché phim giai phong
kéo dai cia theophylin hip thu chim hom nhing cing mirc 4§ véi
vién nén khong bao. Thirc an lam cham nhung khéng lam giam
mirc do hap thu cua theophylin.

Phdn bé: Theophylin phén bé nhanh vao céc dich ngodi té bao
va cic md trong co thé, dat cin bang phin bé 1 gw sau liéu tiém
tinh mach. Thuéc tham nhip mot phan vao hong cau va qua dugc
nhau thai, it phan b6 vao mé m&. Thube phan b6 duge vao sita meg
véi ndng 49 biing 70% ndng 49 trong huyét twong. Vd 1a 0,45 livkg
(0,3 - 0,7 livkg), phu thudc vao cén nang ly tuomg, Vd giam &
ngudi béo, ting ¢ tré dé non, ngum X0 gan, nhiém toan, ngudi gla
va phy nit mang thai 3 thang cudi. Thude lién két protein huyét
tuong khoang 56% & ngudi truomg thanh, 36% ¢ tré sinh non.
Chuyén héa: Theophylin chuyén héa & gan thanh acid
1,3-dimethyluric, acid 1-methyluric va 3-methylxanthin. Phan img
khir methyl cta theophylin thanh 3-methylxanthin (c6 thé thanh
I-methylxanthin) duge xic tic boi cytochrom P450 isoenzym
CYP1A2; hydroxyl hoa theophylin thanh acid 1,3-dimethyluric
dugc xuc tac bai CYP2E1 va CYP3A3.

Thai trie: Theophylin va céc cht chuyén héa thai trir chi yéu qua
than. Khoang 10% liéu ban dau theophylin thai trir duéi dang
khéng déi qua nudc tiéu, chi mot lvong nho khong chuyén hoa
dugc bai tiét vao phan. Nira déi théi trir thay d6i phy thuge vao

twdi, chirc niing gan, chirc nang tim, bénh phdi va tién si ht thude,
Nira doi thai trir theophylin & bénh nhin hen khée manh, khong
ht thude 1a 7 - 9 gid, & tré em 1a 1,5 - 9,5 gid, & tré sinh non J3
15 - 58 gio.

Chi dinh

Diéu trf cdc bénh tdc nghén hé hép con hoi phgc

Duang uéng: Diéu tri trigu chimg va tinh trang tic nghen ho hap c6
hoi phyc trong cic bénh nhur hen phe quan man hodc cic bénh phé;
tic nghén man tinh hodc viém phé quan man tinh.

Duromg tiém: Dicu tr trigu chimg va tinh trang tic nghén ho hap cap
tinh c6 héi phuc do hen va céc bénh phdi man tinh khic, thuémg
phéi hop thude véi cac thube cuong P, dang hit va corticosteroid
toan than

Mot so khuyen cdo tir cdc hiwdng din diéu tri

Hen phe quan: Theo Huéng dén diéu tri hen toan céu (The Giobal
initiative for Asthma Guidelines, 2017) va huéng din quéc gia
diéu trj hen cua hiép hoi tim, phm va mau 2007 (NAEPP 2007);
Khéng khuyén céo ding theophylin uong 1am thudc kiém soét lay
dai bénh hen phé quan & tré em < 5 tudi, khong khuyén céo dung
theophylm dudng uong diéu trj hen & tré 6 - 11 tudi. Theophylin
uong 14 mét lya chon thay thé (nhung khong dugc wu tién) & thanh
thiéu nién va ngudi lon trong kiém so4t lau dai & bénh nhan hen
nhe hodc thubc thém vio trong kiém soat con hen & bénh nhan
hen trung binh/niing. Viéc sir dung corticosteroid dang hit (+/- cac
thudc cuomg B, dang hit) duoc uu tién hon theophylin do hiéu qua
va nguy co ADR. Ca 2 hucmg din déu khong khuyén céo dung
theophylin trong diéu trj hen cap do hiéu qua diéu tri kém va ADR
tiém ning (GINA 2017, NAEPP 2007).

Bénh phéi tiac nghén man tinh (COPD): Theophylin (ché phém
ubng tic dung kéo dai) c6 thé thém hoac thay thé ligu phép céc
thuc gidn phé quan tic dung kéo dai (nhu tiotropium, hodc chét
chu van chon loc beta, dang hit) & ngudi bénh bi COPD ning can
diéu trj thém vi dap (mg khong thoa déng hodc do c6 tac dung phy.
Vai tro cua theophylin ¢ ngudi bénh bi cac dot nang 1€n cia COPD
con tranh cdi. M6t s6 nha lam sang cho la khong c6 lgi, ¢6 khi con
¢6 tac dung xAu.

Huéng dan diéu tri bénh phoi tic nghén man tinh toan cau 2018
khuyén céo liéu cao ché pham theophylin giai phong kéo dai tuy
da dugc chimg minh c6 tac dung trong diéu trj bénh phoi tic nghén
man tinh, nhung khéng phai 1a thudc duoc wu tién lua chon trong
dot cép vi tiém nang ddc tinh.

Aminophylin c6 cung chi dinh véi theophylin.

Chéng chi dinh

Qua mén véi theophylin hodc din chét xanthin.

Bénh nhéin ¢6 bénh mach vanh, r6i loan chuyén héa porphyrin.
Phéi hop véi ephedrin & tré em duéi 6 tudi (hodc it hom 22 kg).
Tré em dudi 6 thang tdi (véi ché pham giai phong kéo dai).
Thén trong

Theo ddi chit ché dap img diéu tri, can chi ¥ néu triéu chimg hen
ning hon.

Do nguy co giam d¢ thanh thai, cin giam liéu va kiém soat nong
dd theophylin trong mau trén bénh nhén cao tudi, bénh nhén tim
mach, bénh gan, dot cip bénh phm suy gidp, s6t, nhiém virus.

Do nguy co tang d¢ thanh thai, can tang liéu va kiém sodt nong
d theophylin trong méu trén cac bénh nhin cudmg gidp, xo nang.
Thén trong khi ding thude trén bénh nhan cé rdi loan tim mach do
thuoc lam ning thém tinh trang loan nhip tim.

Thén trong khi ding thudc trén bénh nhén cé tién sir dong kinh do
thude lam ting tan sudt va thoi gian co gidt.

Thén trong khi ding thue trén bénh nhén ting huyét dp ning hoiic
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nghién rugu man tinh.

Thin trong khi ding thudc trén bénh nhin nam gu:‘n cao tudi ¢ tic
nghén 1 phan dudng nig¢u nhu phi dai tuyén tién liét do thudc c6
nguy co gy bi tiéu.

Thtlﬂ trong khi ding thudc trén bénh nhan hen nang, can kiém soat
nol'lS d6 theophylin trong mu,

Néu hiéu qua dleu tri khang dat duqc hodc xuét hién ADR & mirc
lidu khuyén cdo can kiém soat néng 46 thube trong mau.

Thin trong khi diing thudc trén bénh nhin tang nhédn ap, dai thio
dudng, giam oxygen huyét nang.

Thoi ky mang thai

Chua du dir ligu chimg minh tinh an toan ciia thudc trén phy nir
mang thai. Cac nghlen ctru trén dong vit nhu chudt nhét, chudt
cong va tho cho thiy thuéc ting nguy co gy quai thai. Chua rd
nguy co tiém ning trén ngum Khong nén ding theophylin cho phy
nir mang thai trir khi that cin thiét.

Thoi ky cho con bu

Theophylin bai tiét vao sira me va 6 thé gdy kich g cho tré so
sinh. Chi nén ding thuéc cho phy nir cho con b khi lgi ich vugt
troi nguy co.

The dung khéng mong muén (ADR)

Tim mach: cudng dong nhi, nhip tim nhanh.

TKTW: dau diu, chéng mit, kich dong (tré em), mét ngi, bdn
chon, co giat, trang thii dng kinh (khong co giat), lo 4u, réi loan
gidc ngu. )

Néi tiét va chuyén hoa: tang calci huyét (trén bénh nhan cuong
gidp), tang acid uric huyét,

Tiéu hoa: trdo nguoc da day - thue quan, loét tiéu héa (lam ning
thém), budn nén, nén, dau bung,

Tiét ni¢u - sinh duc: khé tiéu (nam giéi cao tudi ¢6 viém tuyén tién
liét), i tiéu (tam thai).

Co - xuong - khop: run.

Da: ngira, phat ban.

Hé mién dich: phan (mg phan vé, qué mén.

Huéng din cdch xir tri ADR

Giam liéu lugng theophylin thuong lam giam ty € xay ra va mirc
dj nghiém trong cua cac ADR trén da day va TKTW, tuy vay, néu
ADR nay van con, hiy ngimg thuéc. Cac ADR vé tim mach thuémg
nhe va tu hét. Tiém tinh mach nhanh aminophylin ¢ thé giy chong
mat, ngét, ngimg tim. Phai tiém rat cham.

Liéu lwgng va cich ding

Cidch diing

Uong Dang bao ché quy udc: Dé hap thu nhanh hon, ¢6 thé udng
thude 30 - 60 phut trirde bira dn hodc 2 gid sau an, dé glam kich tmg
tiéu hoa, cac ché pham dudng udng theophylin ¢é thé uéng vio bira
an, ngay sau bira &n hodc voi cic anlac;d

Ché phim giai phong kéo dai, co thé uéng vio bira an hodc khong,
khong nhai hodc lam v vién. Voi ché phﬂm giai phong 24 gil, nén
uong 1 lan vao budi sang. Bénh nhan can dung liéu cao (> 900 mg
hoic 13 mg/kg) nén uong trong vong | gi¢r trude bira dn glau chit
béo (tang co ¥ nghia ndng do thude trong méu). Céc ché phim giai
phéng kéo dai duge chi dinh & nhimg bénh nhin c6 tri¢u chirng hen
suyén tuomg ddi lién tuc hodc thudng xuyén tdi phat, déc biét hiru
ich & nhig bénh nhén dao thai theophylin nhanh chong (nhur tré
em, ngl.rol 1én hat thude).

Tiém lruyen tinh mach: Liéu nap nén dugc tiém chim trén 30 phut,
sau d6 truyén tinh mach lién tuc. Bénh nhan c6 bénh tim phdi, suy
tim con bu tnir, suy gan, ngudi cao tudi hodc bénh nhin dang ding
cung cic thudc 1am giam do thanh thai theophylin, téc do truyén
t6i da khong vurot qué 17 mg/gidr trir khi bgnh nhan van con riéu

chimg hodc ndng d§ thube trong méu < 10 microgam/ml.

Liéu lwgng

Liéu theophylin phai tinh theo timg nguéi bénh, dya trén ndng do
thuc n dinh trong huyét thanh va cin ning ly twémg. Liéu trong
cac chi dinh dudi day 1a liéu cua theophylin. Khi dung cdc ché phidm
ctia aminophylin, liéu aminophylin tinh bing liéu theophylin/0,8.
Cdc bénh tic nghén hé hip cé héi phuc, trigu chimg cép tinh
Theophylin (hodc aminophylin) dugc cap phép cho diéu tri trigu
chimg cép tinh hen phé quan, bénh phoi tic ngh&n man tinh. Tuy
nhién day khong phai lwa chon wu tién, khong dugc ing hd, khuyén
c40 boi cac huéng din thyc hanh lam sing.

Liéu tdn cong (liéu nap): Tiém tinh mach hodc uéng (dung dich).
Néu nguéi bénh khong dung theophylin trong vong 24 gi&r trude
dé: Liéu nap la 4,6 mg/kg tiém tinh mach (wu tién lya chon) hoiic
5 mg/kg (dung dich uéng) tuong duong 5,7 mg/kg amlmphylln
dang ngém nudc. Ltru y: Cin sur dung liéu nap sao nong do thube
trong huyét thanh xap xi 10 microgam/ml (5 - 16 microgam/ml).
Can danh gia lai nong do theophylin trong huyet thanh sau 30 phut
neu dung dudmg tiém tinh mach hoic 24 glé’ sau khi dung dudmg
uong dé danh gia mirc d can thiét va mirc liéu tai tiép theo.

Néu nguoi bénh da dung thcophylm trong vbng 24 gid trude do:
Khong khuyén céo liéu nap néu chua xic dinh nong d¢ theophylin
huyet thanh. Liéu nap dugc tinh theo cong thirc sau:

Liéu = (Nong do theophylin huyét thanh mong muén - Nong do
theophylin huyét thanh do duoc) x V.

Liéu duy tri: ) )

Sau khi diing liéu nap, sir dung liéu duy tri bing cach truyén tinh
mach lién tuc. Truyén cho dén khi ndng dé dich theophylin huyét
thanh dat dugc 10 microgam/ml, trir khi ¢6 chi din khéc. Str dung
mirc liéu khéi dau thép hon & ngudi c6 thanh thai theophylin giam.
Liéu diing duge hiéu chinh theo ndng d theophylin do duoc trong
huyét thanh trong khoang 12 - 24 gi¢ dau.

Tré em tir 4 - < 6 tuan tudi: 1,5 mg/kg mdi 12 gid.

Tré em 6 - 52 tudn tudi: Liéu (mg/kg/gid) = 0,008 x tudi (tinh theo
tuan) + 0,21.

Tré em 1 - <9 tuéi: 0,8 mg/kg/gio.

Tré em 9 - < 12 tudi: 0,7 mg/kg/gid.

Thiéu nién 12 - < 16 tubi: 0,5 mg/kg/gio (néu khong hit thude),
0 ?mgkgfgu‘: (neu hat thube hoac can sa), Iol da 900 mgfngay. trir
khi nong dé thude trong huyet thanh thip cin ding liéu lém hon.
Thiéu nién 16 - 18 twdi: Liéu nhu ngudi 1om dudi 60 tudi,

Ngudi 16n < 60 tudi (khoe manh, khong hit thude): 0,4 mg/kg/gid,
t6i da 900 mg/ngay, trir khi ndng dé thude trong huyét thanh théip
cén dung liéu 16n hon.

Bénh nhan suy tim con bu trir, bénh tim phdi, nhiém khuin da co
quan, séc: 0,2 mg/kg/gid, t6i da 400 mg/ngay.

Cic bénh tic nghén hé hip cé6 héi phuc, man tinh: St dung
dudng ubng

L p: Chi tang liéu néu dung nap vi cén thié. Cén nhic giam
liéu hodc hiéu chinh liéu cham hon néu xuit hién ADR tuong tu
cafein. C6 thé dung liéu thip hon nhung tang tan suét dua lidu trén
bénh nhan can sir dung liéu cao hon mirc lidu trung binh dé ngan
ngira cic triéu chimg ting vot. Néu bénh nhén c6 do thanh thai
theophylin giam hoac khong kiém soét dugc nong do theophylin
trong méau, khong virot qué lidu 16 mg/kg/ngay (400 mg/ngay).
Ché phéam gidi phong ngay (dung dich uong):

Tré so sinh: Tong liéw/ngay (mg/ngay) = [ (0,2 x tudi tinh theo
wan) + 5] x thé trong (kg).

Khoang cich liéu: Tré em <26 tuan tubi: chia 3 liéu mdi 8 gio, ré
em > 26 tudn tudi: chia 4 liéu mdi 6 gio.

Tré em | - 15 tudi va thé trong < 45 kg: Liéu khai ddu: 12 - 14 mg/
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kg/ngdy (t6i da 300 mg/ngdy), chia thanh nhiéu liéu, ding cach
nhau 4 - 6 gio. Néu dung ngp sau 3 ngay u‘ing lidu lén 16 mg/kg/
ngjy chia 1am nhiéu liéu, cach nhau 4 - 6 gid (téi da 400 mg/ngay).
Néu dung nap sau 3 ngdy ting liéu Ién 20 mg/kg/ngay chia lam
nhiéu lidu, cdch nhau 4 - 6 gi (t6i da 600 mg/ngay).
Tré em 1 - 15 tudi, thé trong > 45 kg va thiéu nién > 16 wdi:
Liéu nhu ngudi 16n.
Ngudi 16n: Liéu khai déu 300 mg/ngay, chia thanh nhiéu lidu, ding
céch nhau 6 - 8 gi. Néu dung nap sau 3 ngay tang liéu 1én 400 mg/
ngdy, chia 1am nhiéu liéu, cich nhau 6 - 8 gid. Néu dung nap sau
it nhat 3 ngay ting liéu 1én 600 mg/ngay chia lam nhiéu liéu, cach
nhau 6 - 8 gid.
Vién nén, nang giai phong kéo dai
Ché phdm giai phong 12 gio:
Tré em 6 - 15 tudi, thé trong < 45 kg: Liéu khai déu 12 - 14 mg/kg/
ngay (t6i da 300 mg/ngay), chia thanh 2 liéu, dung cach nhau 12 gio.
Néu dung nap sau 3 ngay tang liéu 1én 16 mg/kg/ngay, chia 2 liéu,
cach nhau 12 gi¢ (t6i da 400 mg/ngay). Néu dung nap sau 3 ngay
tang liéu 1én 20 mg/kg/ngay, chia 2 liéu, cich nhau 12 gio (t6i da
600 mg/ngay).
Tré em 6 - 15 tudi, thé trong > 45 kg, thiéu nién > 16 tudi: Liéu
nhu nguoi lom.
Ngudi 16n: 300 mg/ngdy chia lam 2 liéu cach nhau 12 gio. Néu
dung nap sau 3 ngay ting lidu 1én 400 mg/ngay, chia lam 2 liéu
cach nhau 12 gid. Néu dung nap ting liéu 1én 600 mg, chia 2 liéu
céch nhau 12 gid.
Ché pham giai phong 24 gio:
Tré tir 12 - 15 tudi, thé trong < 45 kg: Khai dau 12 - 14 mg/kg, ngay
1 lin (ti da 300 mg/ngay). Néu dung nap, sau 3 ngay tang liéu
lén 16 mgfkg, ngay 1 lan (t6i da 400 mg/ngdy). Néu dung nap sau
3 ngay tang lidu 1én 20 mgfkg)’ngay (t6i da 600 mg/ngay).
Tréemtr 12 - 15 tdi, thé trong > 45 kg, thiéu nién > 16 tudi: Liéu
nhu ngudi lém.
Nguoi lon: Khai dau 300 - 400 mg, 1 lan/ngay. Néu dung nap sau
3 ngay tang liéu Ién 400 - 600 mg, | lan/ngay. Néu can liéu > 600
mg, hiéu chinh liéu theo ndng d¢ theophylin trong huyel thanh.
Higu chinh liéu dia trén nong dj theophylin huyét thanh
Dung dudng tinh mach hodc udng: < 9 microgam/mi: Néu mcu
chimg khong dugc kiém soét, bénh nhin dung nap véi mirc liéu
hign tai, cin tang liéu hodc toc do truyen 25%, kiém tra lai nong 4o
theophylin trong mau sau 12 gi néu tiém tinh mach hodc 3 ngay
néu ding dudmg udng dé higu chinh liéu tiép theo.
10 - 14,9 microgam/ml: Néu triéu chimg dugc kiém soat, bénh
nhan dung nap vdi mirc liéu hién tai, sir dung liéu duy tri, kiém tra
lai néng g theophylin trong mau mdi 24 gios vai dudng tiém tinh
mach hojic 6 - 12 théng véi duong udng. Néu trigu chimg khong
duge kiém soat, bénh nhan dung nap véi liéu hién tai, cin nhac
thém thude khac. _
15 - 19,9 microgam/mi: Can nhic giam 10% liéu hodc toe do
truyén néu liéu hién tai dung nap.
20 - 24,9 microgam/ml: Giam 25% heu hodc toc do truyén néu
khong xuét hign ADR. Kiém tra lai nong do thude trong mau sau
12 gio voi tiém tinh mach hodc 3 ngdy néu uong
25 - 30 microgam/mi: Ngimg truyén 12 gidr néu tiém tinh mach o
tré em, 24 glb & ngudi 16n hodc bo lidu nep theo vm duong udng.
Giam 25% lleu hoic téc d§ truyén néu khong xuit hién ADR.
Kiém tra lai ndng 49 thudc trong mau sau 12 gidr van lre em, 24 glfl
véi ngudi 16m khi tiém tinh mach hodc 3 ngay néu uong Néu xuat
hién ADR, ngimg truyén, xem xét cc bién phap diéu tri qué llcu
> 30 microgam/ml: Ngimg truyen, diéu tri qua lleu Néu cén sir
dung lai theophylin, giam liéu hogc toc d§ truyén it nhit 50%.

Kiém tra lai ndng dd thudc trong mu sau 12 gidr vai tré em (24 giy
v&i ngudi 16m) voi tiém tinh mach hodc 3 ngay néu ubng.

Ngudi cao tuéi: )

Téc nghén hé hap cap tinh: Sir dung liéu nap tuong tw ngudi Iom,
Liéu duy tri: Tiém tinh mach 0,3 mgﬂ(g/g:b toi da 400 mg/ngay
trir khi néng o thudc trong huyét tuong cho thiy cin mic liéy
cao hon.

Tihc nghén ho hip man tinh: Dung liéu tuong tw ngudi 1om, tdi da
400 mg/ngay (trir khi van con trigu chimg va nong d¢ dinh ¢ trang
thai on dmh trong huyét twong < 10 m;crogarm’ml)

Suy tim mét bui, bénh tim phéi, nhiém khuén da suy phu tang, sbc
Liéu twong ty ngudi Iom.

Ngieoi suy than: Khong can hiéu chinh liéu & nguoi Iom va tré em
>3 thﬁng Tré em tir | - 3 thang: xem xét giam lidu, theo di thuomg
xuyén nong do theophylin trong mau.

Nguedi suy gan:

Udng: Giam liéu va thn suit dua liéu theo néng dq theophylin trong
méu, doc tinh ning nguy co tr vong c6 thé gip. Téi da 400 mgfngay
Tiém tinh mach: 0,2 mg)'kg/glo, 16i da 400 mg/ngdy trir khi nong
d¢ thudc trong mau cho thay can sur dung liéu cao hon. Sir dung
than trong, lheo dﬁl nong 4 theophylin trong méu thudng Xuyén,
Cédc thong sé can kiém sodt: Nhip tim, anh hudng trén than kinh,
nhip thé, khi mau dong mach va mao mach, can bing dién giai,
thing béing acid-base khi truyén tinh mach kéo dai.

Twong tac thube

Trinh phéi hop theophylin véi: acebrophylin, deferasirox,
doxofylin, riociguat, stiripentol, fluvoxamin.

Cic thuéce lam ting do thanh thai theophylin, cin tang liéu
theophylin khi phdi hop: aminoglutethimid, carbamazepin,
isoprenalin, phenytoin, rifampicin, ritonavir, sulphinpyrazon, cac
barbiturat va hypericum perforatum (St John's Wort), thue 14, rugu.
Cac thude sau 1am giam do thanh thai, ting nong dé theophylin
trong huyét thanh, can giam liéu theophylin khi phéi hgp dé trinh
ADR: aciclovir, alopurinol, carbimazol, cimetidin, clarithromycin,
diltiazem, disulfiram, erythromycin, fluconazol, interferon, isoniazid,
methotrexat, mexiletin, nizatidin, pentoxifylin, propafenon,
propranolol, thiabendazol, verapamil, troleandomycin va céc thubc
tranh thai dudng udng.

Céc khang sinh nhém quinolon (bao gbém ciprofloxacin va
enoxacin), vic xin ctim: 1am tang nong do theophylin trong huyét
thanh. C6 thé can giam liéu theophylin khi phdi hop, dic biét &
ngudi cao tudi.

Céc thude chu van trén receptor adenosin (adenosin, regadenoson,
dipyridamol): Theophylin {rc ché tac dung va cé thé lam giam doc
tinh cac thude trén khi phdi hop.

Céc benzodiazepin: Theophylin d6i khang tic dung an thin cuacéc
benzodiazepin,

Halothan: Theophylin lam ting nguy co loan nhip.

Lomustin: TAng nguy co giam tiéu ciu.

Lithi: Theophylin lam ting thai trir va c6 thé lam giam hiéu lyc
diéu tri cua lithi. Khi ding déng thai véi theophylin c6 thé phai
dung liéu lithi cao hom.

Phenytoin: Theophylin ¢6 thé 1am giam ndng do phenytoin & trang
thai on dinh.

Céc thude cudng beta,, céc steroid, cic thude Igi tiéu: c6 thé ting
nguy co ha Kali huyét do cac thude trén va nguy co giam oxygen
huyét.

Thudc chu véin beta adrenergic, glucagon va céc dan chat xanthin
khac: c6 thé lam tdng téc dung cua theophylin. Thin trong khi
phéi hop.

Ketamin: C6 thé 1am giam ngudmg co giat.
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Doxapram: C6 thé tang kich thich TKTW.

Ephedrin vi céc thude cudmg giao cam khac: Ting nguy co doc
tinh, tdng nguy co loan nhjp.

Cic glycosid tim: Téc dung kich thich trye tiép co tim cia
theophylin cé the lam ting d¢ nhay cim va doc tinh tiém niing cua
cc glycosid tim.

Quii liu va xir tri

Tri¢u chimg: Theophylin ¢6 khoang diéu tri hep. Ng¢ doc
theophylin thudng xay ra khi néng dd thude trong mau vurot qué 20
microgam/ml. Tri¢u chimg cing niing khi ndng dé thude trong méu
cing cao. Cac trigu chimg nghiém trong c6 thé xuft hién 12 gi¢s sau
khi qgﬁ licu vé&i cée ché phém giai phéng kéo dai. Cée trigu ching
¢ the gip nhu budn non, non (thuéng nghiém trong), dau thugng
vj vé ndn ra mau, gidn dong tir. Triu chirng trén thin kinh nhu bén
chén, lﬁng tnrcfng lire co, tAng phan xa chi, co gidt, ddng kinh, hén
mé ¢6 thé xuét hién trong céc truong hop ning. Triéu chimg trén
tim mach: Tut huyét ap, nhip nhanh xoang, ngoai tim thu vi nhjp
nhanh trén thét. Trigu chirng trén chuym hoa: Ha kali huyu ¢6 thé
tién trién nhanh chong va ning né, tang dudng huyet ha magnesi
huyét, nhiém toan chuyén héa, tiéu co van cé thé xay ra.

Xie tri: Néu co giat khong xay ra khi bj qua liéu cép tinh, phai loai
thubc kh01 da day ngay bﬁng cach gav nén hodic rira da day, sau
do cho uonp, than hoat va thudc lay (xo) V&i ngudi bg.nh hon mé,
co gidt, hodc khong co phan xa hau, ¢ thé rira da day néu ngudi
bénh dugc dit mgt dng ndi khi quan dé tranh hit dich da day vao
duong ho hdp. Néu ngudi bénh dang trong con co giat, phai lam
théng thodng dirong thdr va cho thd oxygen, cé thé diéu tri con co
gidt bf‘mg cach tiém tinh mach diazepam 0,1 - 0.3 mg/kg, tdi da dén
10 mg. Can phuc hi cin bing nudc va dién giai. Cin do ndng dg
kali huyét ngay lap trc, lip lai thudng xuyén va diéu tri tinh trang
ha kali huyét bing truyén tinh mach kali clorid. Luu y dua 1 lugng
lém kali, tinh trang ting kali huyét ¢6 thé xuat hién sau hdi phuc.
Néu néng do kali huyét thap, cin do ndng dé magnesi huyét ngay
khi ¢6 thé. Cin diéu tri loan nhip thit trong cac trudomg hop loan
nhip ndng nhung nén tranh cac thude chong loan nhip ¢6 nguy co
gy co glat nhur lidocain do c¢ thé tang nguy co hodc gy tii phat
co giat. Néu nghi ngo ngo ddc ning can do thuung xuyén nong d¢
theophylin trong mdu dén tin khi ndng do thudc trong méu giam
xubng. C6 thé sir dung metoclopramid hogc ondansetron dé chéng
non trong cic trut‘mg hgp noén ning. Loan nhip nhanh véi cung
lrgng tim du khong can diéu tri. Trén cac bénh nhan khong c¢6 hen
phé quan c¢ thé sur dung cic thuéc chen beta tac dung ngén tiém
tinh mach dé hdi phuc tinh trang loan nhip nhanh ning, ha kali
huyét va ting dudmg huyet Trén céc bénh nhan kich dong, cé thé
dung diazepam dé an than cho bénh nhan.

Cép nhat lan cuéi: 2021.

THIAMAZOL
(Methimazol)

Tén chung qudc té: Thiamazole, methimazole.

Mia ATC: HO3BBO2. ~ )

Loai thudc: Thubc khang gidp, dan chat thioimidazol.

Dang thude va ham lugng

Vién nén: 5 mg, 10 mg va 20 mg.

Dwge Iye hoe

Thiamazol la mét thudc khang gidp 1ong hop, din chét thioimidazol
¢6 tac dung (ic ché qua trinh wng hgp hormon tuyén gidp bing
cach lam thay d6i phan (ng két hop iodid da duge oxy héa vao

Thiamazol 1565

gbe tyrosin cua phin tir thyroglobulin va phéan (mg céip doi phiin
tir iodotyrosin thanh |od0thyronm Ngodi ra, thiamazol con (rc ché
enzym peroxydase cila tuyén giap din dén ngin can sy oxy hoa
iodid va iodtyrosin thanh dang ¢6 hoat tinh. Thiamazol khﬁng (rc
ché tac dyng ctia hormon tuyén gidp da hinh thanh trong tuyén glép
hodic ¢6 trong tuin hoan, khong {rc ché giai phéng hormon tuyén
gidp, ciing khong anh hudng dén hiéu qua cia hormon tuyén gidp
dva tir ngodi véo. Do d6, thiamazol khéng cé tic dung trong diéu
trj nhiém doc giap do dung qué liéu hormon tuyén giap.

Trong truong hop tuyén giap da c6 mot nong d¢ iod twong ddi cao
(do dung iod tir truée hodc do ding iod phéng xa trong chan doén)
co thé s& dap (mg chim véi thiamazol.

Thiamazol khong chira duge nguyén nhéin gy ra cudng gidp va
thl.ré'nb khéng duge dung kéo dai & didu trj cuong giap.

Néu diing thiamazol liéu qué cao va thoi gian ding qué dai dé giy
thiéu ning glflp Néng d0 hormon tuyén giap giam lam cho tuyén
yén ting tiét TSH (thyrmd sumulalmg hormone). TSH kich thich
lai sw phat trién tuyén giap, c6 thé gay ra budu g|ép Pé tranh hién
tuong néy khi chirc ning tuyen giap da troy vé binh thuémg, phai
ding lidu thap vira phai, dé chi re ché sy san xuit hormon tuyen
giap & mit mac 46 nhét dinh, hodc ket hop ding hormon tuyén
giap tong hqp nhur levothyroxin, dé tuyen yén khong ting tiét TSH.
Khéc véi thube khanggidp thuge dan chétthiouracil (ben7y|tl1muracll
propylthiouracil, methylthiouracil), thiamazol khéng (rc ché su
khir iod ¢ ngoai vi ctia thyroxin thanh triiodothyronin (tac dung cia
Lmodolhyromn manh hon nhiéu so véi thyroxin). Do d6, trong diéu
tri con nhiém déc gi4p, propylthiouracil thuwdng dugc wra dung hon.

Dm;rc dong hoc

Hap thu: Th:amazol hap thu nhanh qua dudng tiéu hoa sau khi
ubng. Néu ubng cing vai thirc dn, khong tién doén duge hép thu.
Sinh kha dung dat 93%. Néng dé dinh trong huyét tuong dat dugc
trong vong 1 gir sau khi udng. Cho nguai khoe manh udng 60 mg
thiamazol, némg do dinh dat dugc la 1,18 microgam/ml.

Phdn bé: Thiamazol tap trung nhiéu vao tuyén giap. Thé tich phan
b6 0,6 livkg, Thudc lién két voi protein trong huyét tuong khong
dang ké. Thxamazol qua dugc hang rao nhau thai va tiét dugc vao
sira me véi ndng d¢ gan bang nong do trong huyét trong ctia me.
Chuyén hba: Thude chuyén héa chu yéu & gan. Chua phét hién
duoe cic chit chuyén hoa c6 hoat tinh.

Thai trie: Nia doi thai trir cua thiamazol khoang 3 - 6 gio. Khi suy
gan, nura doi thai re ¢o thé kéo dai. Thude dugc thai trir qua nudc
tiéu dudi dang cac chat chuyén héa, chi c6 duéi 10% & dang thude
khong bién dbi.

Chi dinh

Cudng giip: Puge sir dung diéu trj cuomg giap hay nhidm doc giap
cho bénh nhin bénh Graves khi cic bién phap nhu phau thuat hay
ding iod phong xa khong pha hgp. Ngoai ra, thiamazol con duge
stir dung lim glam cac trlf;u chimg cudng giap truée khi phiu thuat
tuyén giap hay diéu tri béng iod phong xa.

Chéng chi dinh

Man cam véi thude.

Nguoi dang c6 cac bénh ning vé& mau (suy tiy, mét bach ciu hat).
Phu nir dang cho con bu.

Phu nit mang thai trong 3 théng dau thai ky.

Théan trong

Phai c6 bac si chuyén khoa chi dinh diéu tri. Trong qué trinh diéu
tri, déc bigt trong nhimg thang déu, bénh nhan cén dugc theo doi
cén than. Néu ngum bénh xuat hié¢n triéu chirng: Viém hong, phat
ban rrén da, sdt, rét run, dau dau hodc mét mm toan than can theo
ddi s6 lugng bach cau va cong thirc bach cau vi cé thé xay ra mat
bach cau hat, suy tuy, nhit 1a nguai bénh cao tudi hodc ding liéu tir




