TUONG TAC GIUA THEOPHYLLIN VOI CAC THUOC KHAC
VA THUC PHAM

Tém Iwoc vé Theophylin

Theophylin ¢6 cau tric thuoc nhém methylxanthine, duoc biét nim 1940
nhu 14 mét loai thudc 1am giam triéu ching hoic phong ngira hen phé quan va
tinh trang co that phé quan. Theophylin duoc bao ché dudi nhiéu dang ché
pham: vién nang, vién giai phong cham, giai phong kéo dai, xiro, dung dich,

thudc tiém... Thudc cb nhiéu tac dung duoc ly:

- Trén ho hap: gidn phé quan, kich thich trung tdm ho hap & hanh no lam

tang bién d6 va tan sé hd hap.

- Trén tim mach: tang bién d0, tan sb va luu luong tim, ting st dung oxy co

tim.

- Trén hé than kinh trung wong: tac dung kich thich hé than kinh trung

wong kém cafein, lam dé dang cho cac hoat dong vé nio.
- T4c dung trén than nhu mét thudc lgi tiéu.

Thudc duoc chi dinh trong hen phé quan. Tuy nhién, hién nay dang thubc
theophylin uéng giai phong nhanh khéng dwoc chi dinh dé 1am giam co that phé
quan trong hen phé quan cap hoac viém phé quan man vi ty Ié tac dung phu cao
do hap thu nhanh, ma duoc thay thé bang thudc hit kich thich B2 tac dung ngan,
hiéu qua hon va an toan hon. Nhung cac ché pham theophylin giai phong cham
van co ich dé diéu tri du phong va kiém soat con hen ban dém, kiém soét tho
kho khé budi sang. Ché pham Aminophylin tiém tinh mach duoc chi dinh trong

diéu tri con hen nang khong dap (ng nhanh véi thudc phun ma kich thich p2.

Dé viéc sir dung loai thudc nay dat duoc hiéu qua, ngin ngtra tac dung phu
khong mong muén 1a van dé cap thiét ma bac si, dugc si, nguoi st dung thudce
can phai luu ¥ vé co ché tac dung, tdc dung duoc 1y, chuyén hda thude, twong
tac thudc. Tur 1au, nguoi ta dd biét rang mot vai loai thie n, thic udng hoic

thudc khac cé thé anh huong dén su hap thy va tac dung cua thubc dang sir



dung. Khoa hoc goi day 1a hién tuong tweng tdc (interaction) giira thuc pham va
dugc pham hoic thude va thude. Trong pham vi bai viét, ching ta cing nghién

clru twong tac giira thude theophylline va cac thudc khac, thirc udng cé con. ..
Theophylin va twong tdic thuéc - thuéc:

Theophylline twong tac véi nhiéu loai thudc. Sy tuwong tac cé thé 1a duoc
luc hoc, tic 13, sy thay d6i trong dap ung diéu tri vdi Theophylline hoac mot
loai thudc khéac hodc xuat hién céc tac dung phu ma khong thay doi nong do
Theophylline trong huyét thanh. Tuy nhién, thuong xuyén hon, su tuong tac 1a
dugc dong hoc, tic 1a téc do thanh thai Theophylline bi thay d6i bai mét loai
thudc khéac dan dén tang hoic giam ndéng do Theophylline trong huyét thanh.
Theophylline hiém khi 1am thay d6i dugc dong hoc cuia cac loai thudc khac. Néu
Theophylline dang duoc bat dau & mot bénh nhan dang dung thudc Gc ché thanh
thai Theophylline (vi du: cimetidine, erythromycin), liéu Theophylline can thiét
dé dat duoc ndng do Theophylline trong huyét thanh trj liéu s& nhé hon. Nguoc
lai, néu Theophylline dang dugc bat dau & mot bénh nhan dang dung thude ting
cuong thanh thai Theophylline (vi du: rifampin), liéu Theophylline can thiét dé
dat duoc nong do Theophylline trong huyét thanh tri liéu s& 16n hon. Viéc nging
st dung thudc dong thoi 1am tang do thanh thai Theophylline s& dan dén viéc
tich lity Theophylline dén mirc doc hai tiém tang, trir khi giam liéu Theophylline
mot céch thich hop. Ngung st dung thudc déng thoi @c ché thanh thai
Theophylin s& dan dén giam nong d6 Theophylline trong huyét thanh, trir khi
tang liéu Theophylline.

Céc thudc twong tac véi Theophyllin

Thuéc Loai twong tac Hau qua Huwoéng X tri

Ngtng udng cc san
pham c6 chira methy
Tang liéu adenosin | xanthin it nhat 24 gio
trude khi kiém tra cing
thing tim

Theophylline khoa

Adenosine X
receptor adenosine

Luong 16n con (3
Alcohol mL/kg) lam giam do
thanh thai Theophylline

Tang nong do Ngung uéng con trong
Theophyllin 30% qua trinh di€u tri




1€n t61 24 gio

Giam do thanh thai
Theophylline khi dung

Tang nong do

Theo ddi doc tinh

Allopurinol | s o llopurinol =600 | Theophyllin 250% | | "eoPhyllin trong qua
trinh di€u tri
mg/day
Dicu chinh liéu dé dam
Giam do thanh thai | Tine ndne dé béoran toan cho 2 lgi
Cimetidine Theophylline do trc ché & Nong ¢¢ thuoc hodc thay thé

cytochrome P450 1A2

Theophyllin 70%

thudc khac clng tac
dung tri li€u.

Ciprofloxacin

G10ng nhu cimetidine

Tang nong do
Theophyllin 40%

Diéu chinh liéu
theophyllin hodc thay
thé thudc khac cling tac
dung tri li€u.

Clarithromycin

Chuyén hoa
Clarithromycin lam
giam d¢ thanh thai
Theophylline do tic ché
cytochrome P450 3A3

Tang nong do
Theophyllin 25%

Diéu chinh liéu
theophyllin hodc thay
thé thudc khac cling tac
dung tri li¢u.

Benzodiazepines tang
nong do adenosine

Giam muc d6 an
than mong mudc cua

Tang liéu diazepam dé
tao ra mirc do an than
mong muon. Khi

Diazepam trong he TKT\.N’ tror]g diaazepam ngung st dung
khi Theophylline khoa Theophylliﬁe nén giam
receptor adenosine lidu Diazepam
Giam d¢ thanh thai o Theo ddi dép img trén
Disulfiram Theophyhn bing cach | Tang nong 49 lam sang diéu chinh
uc ché hydroxyl hoa va | Theophyllin 50% lidu The(; hvllin
demethyl hoa phy
. ia A Tang triéu ching A 1 1A
. Tac dung hi¢p dong 'SONNAPEY biéu chinh licu
Ephedrine trén TKTW. budn non, hoihop, | e pvlin
mat ngu.
Erythromycin E?;tﬁgrgogin lam 3 Dicu chinh licu
y am do tl):anh thai Tang nong do theophyllin hodc thay
& v " | Theophyllin 35% | thé thudc khéc cung téc
Theophylline do urc ché

cytochrome P450 3A3

dung tri liéu.

Flurazepam Giong diazepam Giong diazepam. Gidng diazepam
bicu chinh liéu
Fluvoxamine Gidng cimetidine Gidng cimetidine. theophyllin hogc thay

thé thudc khac cling tac
dung tri li€u.

Interferon, tai | Giam do thanh thai Tang nong do Eﬁ;ig?gﬁggﬁ; Sgp
2 ) : i 0 )
t0 hop alpha-A | Theophylline Theophyllin 100% giam lidu theophyllin
Gidam d¢ thanh thai Tang nong do i oas A
Methotrexate | Theophylline Theophyllin 20% grls(;;lfl E%f?figﬁn
(MTX) sau khi ding liéu &

thip MTX, liéu cao

liéu Theophyllin




MTX c6 thé tang

noéng d6 Theophyllin

cao hon.

Ting nong dd

Theo doi dap ting trén

Mexiletine Gidng disulfiram . N0 1am sang, diéu chinh
Theophyllin80% | x| Theophyllin
Phenytoin lam tang do ‘
thlanh t%lal "1:heophy11n Nong do _ \ Theo ddi ndng do
bang cach tang hoat Theophylline va 2 AR
. . \ : thude trong mau va
Phenytoin dong cua enzyme phenytoin trong A e i oA
. £ I diéu chinh liéu c4 2
microsome. huyét thanh giam thube
Theophylline lam giam | khoang 40%. '
hap thu phenytoin
Tang nong do ‘ .
’ Theophyllin 100%. | Diéu chinh liéu
Prooranolol Giong cimetidine va Ug ché Beta-2 c0 theophyllin hodc thay
P tuong tac duoc ly thé lam giam hi¢u thé thudc khac cung tac
qua cua dung tri li€u.
Theophylline.
Tang d¢ thanh thai ‘
_ _ Theop}lylllne ba’ng Tang nong do Didu chinh lidu
Rifampin cach tang hoat tinh Theophyllin 20 - theoohvllin
cytochrom P450 1A2 | 40% Py
va 3A3
Gidng cimetidine, ciing ‘ . .
Tacrine lam tdng d¢ thanh thai | Tang nong do biéu chinh licu
O than cua Theophyllin 90% theophyllin
Theophylline
Diéu chinh liéu
. Gidam d¢ thanh thai Tang nong do theophyllin hodc thay
Thiabendazole Theophylline Theophyllin 190% | thé thudc khéc cling tac
dung tri li€u.
Ticlobidine Giam d6 thanh thai Ting nong do Diéu chinh liéu
P Theophylline Theophyllin 60% theophyllin
‘ Diéu chinh liéu
Verapamil Giéng disulfiram Tang nong do theophyllin hodc thay

Theophyllin 20%

thé thudc khac cling tac
dung tri li€u.

Theophylline, twong tdc giwa thuéc va thuc phdm

Udng vién giai phong kéo dai Theophylline ngay sau mot bita an c6 ham

lugng chat béo cao (45 g chat béo, 55 g carbohydrate, 28 g protein, 789 calo) c6

thé dan dén Crma (Ndng d6 thudc téi da trong mau sau khi dung mot lidu don




d6c) cao hon va kéo dai Tpa (thoi diém dat nong do thudc téi da) va mic d6 hap
thu nhiéu hon khi so sanh véi viéc ding né & trang thai nhin an. Anh huéng cua
loai va sb luong thuc pham khac, ciing nhu khoang thai gian gitra thubc va thuc

pham, chua dugc nghién ciu.

C6 nhiéu yéu té khac nhau cé thé anh hudong dén viéc s dung thudc an
toan, hiéu qua, trong d6, su tuong tac gitta thudc véi thudc va gitra thube voi
thuc pham 12 mét trong nhitng van dé thudng gap nhat. St dung theophylin ciing
véi cac thudc khac va ché do an giau chat béo co thé lam ting noéng do
theophyllin trong mau. Do d6 can khuyén nghi véi cac bac si trong dan do bénh
nhan khi sir dung theophylin han ché an thuc pham giau chat béo trong ché do
an. Ciing nhu can thiét phai doc k¥ to hudng dan st dung thude ngay khi bat dau

dung bt ct loai thude nao dé co thé tuan thu tét cac diéu kién dung thuéc.
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