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TO HUONG DAN SU DUNG THUOC

@Thuc‘;c nay chi dimg theo don thuée
DUNG DICH TIEM

ALPHEUS 240 mg/5 ml

“Dé xa tam tay tré em”
“Poc k hwdng déan sir dung trueée khi ding”

THANH PHAN
Hoat chit: Aminophyllin .....coooovveeveeeriereeseeereerennn. 240 mg
TH B VIR .. connissasvosscsnlosimniussspssevonsdoinmsinsisn shsssssiss S ml.

(Acid hydrocloric, ethylenediamin, nuéc cit pha tiém).
DANG BAO CHE: Dung dich tiém.
Mo ta san phﬁm: Dung dich trong sudt khong mau hodc mau vang nhat.

CHI PINH
Piéu tri co thit phé quéan lién quan dén hen phé quan, sy trd niing cap tinh cta chimg viém phé
quén man hoac tran khi phoi.

LIEU DUNG VA CACH DUNG
Do nhu céu theophyllin khéc nhau tiy timg ngudi nén liéu lugng dwoc thiét 14p dua trén chic |\Z;
ndng gan va thin, cdc bénh mac kém, trong luong co thé, tudi tic, cac thude ding dong thoi 5
khéac va dép Umg cd nhén clia ngudi bénh (xem thém & muc Canh bdo va thdn trong). '

Viéc sir dung aminophyllin hoac theoghyllin trirde d6 (dac biét 1a cac ché phéln tac dung cham, |
kéo dai) phai duoc xem xét khi tinh lidu. '

Su ting dot ngdt né)‘ng dd theophyllin trong huyér‘g tuong ¢6 thé gay ra nhimg phan Gng bét loi,
nén phai gidm sat nong do theophyllin trong huyét tuong.

Liéu ding

Ding trong cffp ciru: Tiém tinh mach cham (trong it nhit 5 phut) 240 mg aminophyllin (1 éng)
mdt hodc hai ldn mdi ngay.

Hen suyen Neu ndng d6 theophyllin huyet twong < 3 pg/ml, nén tiém tinh mach bolus 5-7
mg/kg dén khi nong do theophyllm huyet tuong dat 10 pg/ml, roi uep tuc bang truyén du:h nho

giot ,(neu ndng d5 theophyllin huyét twong > 3 pg/ml, dung lidu 1 mg/kg s& lam tang néng d6
huyét tirong 2 pg/ml).

Liéu nap: Néu bénh nhan hién tai chua dung aminophyllin hogc theophyllin, dung lidu 5-7
mg/kg, ti€m tinh mach chém, toc d¢ khdng vugt quéa 25 mg/phut.

Liéu duy tri bang truyén dich nhé giot:
- Néu do thanh thai theophyllin binh thuong: 0,5 mg/kg/gid.
- Tré em tir 6 thang &n 9 tudi: 1,0 mg/kg/gio.
- Tré em tir 10-16 tudi hodc ngudi tré hut thude 14: 0,8 mg/kg/gid.
- Ngudi bénh cao tudi: 0,3 mg/kg/gio.
- Néu @0 thanh thai theophyllin giam (bénh nhén suy tim/gan/thén): 0,3 mg/kg/gio.
Khoéng sir dung thudc cho tré em dudi 6 thdng tuoi.
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Str dung ¢ nhitng bénh nhan hién tqi dang dung cdac dang cia theophyllin

Vi nhig bénh nhén dang dung c4c dang cua theophyllin, thoi gian, duong ding va lidu ding
14n cubi ciing ctia bénh nhan dung dé xac dinh va xem xét lidu nap. Liéu nap dva trén dy tinh
0,5 mg/kg cua theophyllin s& dan téi ting 1 pg/ml néng dd theophyllin trong huyét twong. Vi
vdy, v6i cdc bénh nhan dang dimg cac dang cia theophyllin, liéu nap nén tri hoén cho dén khi
nong do theophyllin trong huyét tuong c6 thé dat duoc hoic cac bac si cin hua chon liéu cin
than dua trén nhimg loi ich va rii ro tiém tang.

Sau d9, liéu duy tri aminophyllin theo dudng finh mach nhu mé ta bén trén c6 thé dugc xem
xét,

Cach dung

Thubc ding dudng tiém tinh mach cham (trong it nhat 5 phut) hodc truyén tinh mach nhé giot.
Tiém tinh mach chdm (trong it nhat 5 phut) cho bénh nhén & tu thé ndm ngira. Bénh nhén phai
nam thém maot lic sau khi tiém va dugc giam sét theo déi.

Truyén tinh mach nho giot: Pha mét 6ng aminophyllin vao 250-500 ml dung dich NaCl 0,9%
hoac dung dich glucose 5% de ¢ dugc dich truyén tinh mach nho giot. Khéng pha aminophyllin
vai bat ky dung dich thude nao khac. Dung dich sau khi pha lodng phai duoc sir dung ngay.
Ong dung dich tiém chi st dung mét l4n, bo phﬁn con thira sau khi sir dung.

CHONG CHI PINH

Qué mén vdi theophyllin, cac dén xuét xanthin khac hozic bat ky thanh phan nao cia thue.

Bi con dau tim (nhéi mau co tim), hodc bi nhip tim nhanh bét thuong.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Than trong su dung aminophyllin trong cac truong hgp: bi co that dong mach vanh, dau thét
ngye thé khong én dinh (dau thét nguc ting khi hoat dong thé chit), bénh co tim phi dai tic
ngh&n (HOCM, mét bénh co tim trong d6 co tim tré nén day bat thudmg), thudng xuyén bj nhip
tim nhanh, tang huyet &p néng, cuong giap, dong kinh, loét da day hay ta trang, bénh gan hay
bénh thén tién trién, rdi loan chuyén hoa sic t& méau gay dau bung, 1t 14n vé tAm thén, rit man
cam vdi anh sang.

Khoang tri liéu cta theophyllin hep, tac dong gidn phé quan lién quan dén néng d6 thudce trong
mau. Nong d6 theophyllin huyét twong cho tac dung diéu tri la 5-12 pg/ml (khdng duoc qua 20
ug/ml).

Cdc truong hop sau ddy lam giam do thanh thai theophyllin, can giam liéu dimg trdnh nguy co
gdy doc:

- O tré so sinh va tré nhé dudi 1 tudi. O tré so sinh, d6 thanh thai theophyllm rat thap, dat gia
' tri t6i da vao cudi nam dAu sau sinh, khéng ddi cho dén khi 9 tubi, rdi giam dan, dén 16 tudi dat
50% gia tri cua ngudi lon.

' - Trong trudng hop suy thén tién trién, cAc chit chuyén héa ciia theophyllin c6 thé tich liiy trong
' CO quan.

- Suy tim, thiéu oxy, giam chirc nang gan, viém phdi, nhiém virus (ddc biét 12 cam) va ngudi

16n tubi thuong 1am chém lai su thai trir theophyllin. Thubc dimg ddng thoi c6 thé lam ting
hodic giam d6 thanh thai (xem muc Twong tic thude).

- Nging hit thube. Hut thudc 14 1am tang thanh thai theophyllin qua su kich thich chuyén héa.

Do d6, ndng d6 theophyllin huyét thanh ting sau khi bénh nhén bo ht thude.

- S6t do bét ky nguyén nhan nao fieu 1am giam @ thanh thai theophyllin. S5t cac 39°C kéo dai
24 gidy c6 thé 1am ting dang ke nong @0 theophyllin huyét thanh.

- Béo phi, dang dung ché d9 an giau carbohydrat, dang sir dung cafein.

Cdc truweomg hop sau day lam ting d6 thanh thai theophyllin: ché d6 &n gidu protetin, ubng nrou.
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Cac dan xuét xanthin lam tang nguy co ha kali mau gdy boi chét cha vén P, steroid, t]{méc loi
tiéu va tinh trang thiéu oxy. Trong nhing trudng hop nay, can theo ddi nong d kali huyet thanh.
Nén theo dai ndng do theophyllin huyét trong trong trudmg hop liéu khuyén cdo khong du tac
dung hozc gap tic dung khéng mong mudn.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nir c6 thai

Hoat chét chinh ctia thudc qua nhau thai va xuat hién trong méu cta phoi thai va cé tac dong |
1én thai nhi. Theo d6, theophyllin co thé tac ddng cudng giao cam trén thai. Chua gap thai di |
dang lién quan dén viéc dung theophyllin trong thoi gian mang thai ¢ ngudi, tuy nhién,
theophyllm gdy quai thai ¢ chudt nhat. Theophyllin cé téc dong hity co that tir cung bing cach
giam co thit tir cung.

Ciing nhu bat ky thudc nio khac, chi dung thude trong khi mang thai khi lgi ich virot han nguy
co.

Phu nir cho con b1

Theophyllin duoc tiét vio sita me, vi vy tr¢ so sinh nén dugce theo ddi cén than. Tét nhét nén
cho con bu trude khi sir dung thudc.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Téc dong 1én hé than kinh trung wong c6 thé xéy ra trong diéu tri bang theophyllin c6 thé lam
giam phan xa, cAn xem xét yéu td nay trong nhitg hoat ddng c¢6 nguy co tai nan cao hodc nhitng
hoat dong can tap trung (lai xe, van hanh may méc). Piéu nay dac biét quan trong khi
theophyllin doc diing ddng thdi véi rugu hodc céc thudc khac, nhat 1a nhimg thudc lam giam ;
phén xa. Trudc khi ding thubc phai xin huéng dan cia bac si didu tri khi tham gia giao théng
hodc cac hoat dong ¢ nguy co khac.

TUONG TAC, TUONG KY CUA THUOC
Twong tic thube

Téc dung hiép ddng véi cac thude chira xanthin, nhimg din xuét theophyllin khéc, cafein va
nhimg thudc tuong tu, cling nhir cic thude cudng giao cam p.

Barbiturat (dic biét 1a pheno- va pentobarbital), carbamazepin, phenytoin, rifampicin,
primidon, sulfinpyrazon va cac chét c6 chira hypericin lam giam néng &3 theophyllin trong
huyét tuong (va cac din xuét cia nd).

Estrogen, khang sinh macrolid, chét trc ché gyrase, imipenem, isoniazid, thiabendazol, thube
chen kénh calci (verapamil, diltiazem), propranolol, mexiletin, propafenon, ticlopidin,
cimetidin, allopurinol, fluvoxamin, zafirlukast, o-interferon, vic-xin cdm, ranitidin,
ciprofloxacin, enoxacin lam ting ndng d¢ theophylin trong huyét trong (va céc dan xudit cla
no).

Khi ding ddng thi véi ciproﬂoxacin khong duge ding qua 60% liéu theophyllin thong thuong

va khéng qua 30% trong khi diing vé&i enoxacin. Cac quinolon khdc (pefloxacin, acid plpemldlc)

c6 thé 1am tang tac dung cua céac thuoc chira theophyllin. Do @6, khi diéu tri ddng thai véi
quinolon, nén giam s4t thudong xuyén ndng d9 theophyllin trong huyét tuwong.

Theophyllin lam giam tac dung cua lithi carbonat va thudc chen thu thé .

Theophyllin lam ting tac dung cua thubc loi tiéu.

Réi loan nhip tim nghiém trong c¢6 thé xay ra khi diing dong thoi v6i halothan.

Hiép ddng tac dung thin kinh trung wong véi ephedrin, tang tin sut cac tac dung bét loi.
Theophyllin lam giam tdc dung gifn co khong phén cuc cia pancuronium.

Theophyllin lam giam tic dung cua diazepam, flurazepam va midazolam. '

Twong Ky,
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Twong ky héa hoc voi cdc chdt sau: Cephalothin, clorpromazin, codein, corticotropin,
dimenhydrinat, doxapram, dihydralazin, tetracyclin dung trong vong 1 gid, pethidin, phenytoin,
proclorperazin edsylat, promazin hydroclorid, promethazin hydroclorid, vancomycin.
Tuong ky vat Iy vo1i cac chat sau: Adrenalin, anileridin phosphat, acid ascorbic, cloramphenicol,
clortetracyclin, doxyeyclin, erythromycin, hyaluronidase, levorphanol, methicillin, morphin,
norepinephrin, novobiocin, nitrofurantoin, oxacillin, penicillin lactat, Ringer's lactat,
phenobarbital, procain trong vong 24 gid, succinylcholin, sulfadiazin, sulfafurazol,
naphthanolamin, thiopenton, vitamin E, muéi warfarin.

TAC DUNG KHONG MONG MUON CUA THUOC (ADR)

Céc tac dung khéng mong mubn g1ong cafein xay ra ¢ nong 6 diéu tri trong mau thudng nhe
va tam thoi. Néu didu tri khoi dau véi liéu cao hon, ty 1€ méc bénh co the tang 1én 50%. Tén
suft cac tac dung khong mong mudn giam khi tlep tuc d1eu tri va it hon néu diéu tri liéu thip.

0 mot sd it ben.h nhan, tac dung khéng mong muon g1ong cafein c6 thé dugc phat hién trong |

sudt qua trinh didu tri ngay ca & ndng d6 diéu tri trong huyét twong.

Tac dung khong mong muﬁn nghiém trong (co giét, ha huye &t ap dot ngot, 16i loan nhip thét) va
c4c van d& nghiém trong vé duong tiéu hoa co thé xay ra, nhat 1a khi nong 5 theophy]lm huyét
tuong trén 20 pg/ml.

Céc tan sudt xuit hién cac tic dung khong mong muén: Rat thieong gdp (ADR = 1/10), thuong
gdp (1/100 < ADR < 1/10), it gap (1/1.000 < ADR < 1/100), hiém gdp (1/10.000 < ADR <
1/1.000), rat hiém gap (ADR < 1/10.000).

Réi loan hé mién dich
Hiém gap: Phan tmg di tmg.
Réi loan chuyén hoéa va dinh dudmg

Thuong gap: Tang duong huyét, ting calci huyét, ha kali huyét, ting acid uric huyét, ting |

creatinin huyét thanh.

[t g#p: Ha natri méu, ha phosphat mau.

Réi loan tim thin

Thuong gip: Kich déng, bdn chdn, mét ngi.

Hiém gip: Réi loan tAm thin, sa stt tri tug, ting dong (& tré em), trAm cam.
Réi loan hé thdn kinh

Thudng gip: Run chan tay, dau dau.

Réi loan tim

Thudng gip: Loan nhip that.

Hiém gdp: Loan nhip nhanh, nhip tim nhanh, dénh tréng ngye.

Roi loan mach

Thudmg gip: Ha huyét ap.

Hiém gip: Ha huyét 4p dot ngot (néng d theophyllin trong huyét twong > 25 pg/ml).
Réi loan hé tiéu hoa

Thudng gip: Budn nén, nén, tiéu chay, 1am ning thém ching trdo nguoc da day - thuc quan |

hién cé.

Hiém gap: Bién chimg tiéu héa ning (xuit huyét tiéu héa trong trudmg hop ndng d6 theophyllin
trong huyét twong > 25 pg/ml).

Réi loan da va mé dwdéi da

It gap: May day, ngoai ban, bong da, dd da, ngira.

Réi loan hé théng co xwong va md lién két
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Hiém gip: Péng kinh/co that (ndng dd theophyllin trong huyét twong > 25 pg/ml).

Réi loan than va dwomg tiét niéu

Hiém: Tang bai niéu.

Théng bdo ngay cho bdc si hogc duwgc st nhitng phin veng c6 hai gdp phdi khi sic dung th ubc
QUA LIEU VA CACH XU TRi

P tram trong va biéu hién nhiém doc theophyllin tiy thuge do tudi, d6 nhay cam cua timg cé
thé, va cac bénh d6ng thoi.

Qui lidu

Néng d6 theophyllin huyét twong tir 20-25 pg/ml: Cac tac dung khéng mong mubn ting (ndn,
tiéu chay, nhip tim nhanh xoang, ha huyét 4p, ha kali mau, ting glucose mdu, va run ray).

Ndng @ theophyllin huyét twong > 25 pg/ml (hodc ndng do huyét trong thip hon & nhing
bénh nhin nhay cam): C6 nhimg biéu hién tim mach va hé thin kinh trung uong (con dong
kinh, mét dinh huéng, loan nhip nhi va thé‘Lt bét 6n huyet dong, ha huyct ap, sdc).

Nong do theophyllm huyét tuong > 30 p gr’ml DBdng kinh toan bo (thudmg khong dap img didu
tri voi thuoc chbng dong kinh) dan t6i ton thuong ndo, tir vong (héu hét 1a do truy tim mach
va/hodc tén thuong nio do thiéu oxy trong mau).

Cach xir tri

Nhimg triéu chimg va ddu hi¢u lm sang nhe: Ngimg thubc va gidm sat nong @ theophylli

huyét thanh.

Triéu chung cin didu tri: Pidu chinh su mét cén bing dich - chét dién giai. Giam nhe ch “ESL Lii}:
bbn chdn va co gift bing diazepam tiém tinh mach (0,1-0,3 mg/kg; 161 da 15 mg), néu can chd \ AN TH lE

thé oxy, gidm sét lién tuc nong d¢ dién giai va ndng do theophyllin huyét twong va do dién t 2 "
. NI2HGS
Ngd ddc nguy kich - trAm trong: Theo doi cac d4u hiéu sbng, ttuet 1dp va duy tri dudng thd,
cung cap oxy, chit 1am ting huyét tuong, diéu chinh theo di su mét cn bang dich va chét dién

giai, diéu tri/dy phong co giét (tiém tinh mach diazepam hodc thiopentol), diéu tri loan nhip
tim.

ﬁ"‘/

Trgng truong hop ngd déc de doa tinh mang, truyén mau hodc chay than nhén tao dugc can
nhac.

CAC PAC TINH DUQC LY

Dwge lue hoe

Nhém duoc Iy: Thube diéu tri tic nghén duong thé, ding toan thin, nhém xanthin.

Mg ATC: RO3DAOS

Co ché hoat dong:

Aminophyllin 1a mét phic chét cta theophyllin va ethylenediamin. Dudi _nhiing dleu kién pH
sinh 1y, theophyllin dugc phéng thich tir phire chét nay nhu mdt hoat chit — Co ché tac dong
cua né van chua dugc lam rd.

Nhitng tdc dpng chinh & mitc do té bao: Theophyllin lam giam céc ion Ca®" ndi bao va ngan
chin céc thy thé adenosin. N6 ciing 1am ting néng d cAMP néi bao bing céch trc ché cac
enzym phosphod1esterase Ngoai ra, theophyllin cling lam ting sy phong thich catecholamin
ndi sinh, lam giam tong hop prostaglandin va cymklm trung hoa hoat tinh cua chit irc ché
lympho T, va 1am giam chitc nang ciia cac bach cau wa eosin va trung tinh.

Cdc téc dong trén phoi: Theophyllin 1am gién co tron phé quan (téc dong gidn phé quan) va
phong ngira co that phé quan do hit phéi cac di nguyén.

Nhitng tdc dong ngodi phéi c6 ich trén chitc ning hé hap: Theophyllin 1am ting co that co
hoanh va dy phong méi co hd hp. N6 ciing 1am ting su tan chit nhay va ¢6 thé Jam gidm su
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giam thong khi trung wong béng cach kich thich trung tim hd hédp. Theophyllin 1dm giam stc
khang mach phdi (va ngoai bién) va do &6 1am g1am p luc trong 1ong mach cua mao mach |
phdi, 1am ting cung luong tim va lam giam ap luc cudi ky tAm truong & ca that phai va trai.

Cdc tde dgng tim mach: Noéng do theophyllin huyét tuong > 15 pg/ml lam tang nhip tim, gidn
dong mach vanh. Tuy nhién, ciing lam tdng co bop tim va nhu cdu oxy cla co tim.

Cdc tdc dong khdc: Dung theophylhn thuong kém theo co mach no, kich thich tiét dich da |
day, gian co that éng din mat chi, niéu dao va thyuc quan, va lam ting loc cau than (nho ting
ap luc lan toa).

Dugc dong hoc

Phadn b6

& pH sinh 1y, theophyllin tir do dugc phéng thich khéi phitc chit aminophyllin-ethylenediamin.
Theophyllin dugc phan bd nhanh chong trong mo va dich co thé, vao trong dich ndo tiy va sita
me, qua duge hang rao nhau thai. Thé tich phén bé biéu kién 14 0,45 L/kg trong lucrng co thé
(tri s6 trung binh nam trong khoang: 0,3- 0,7 L/kg) 0 ngudi ldn va tré em. Trong hé tuén hoan,
40% theophyllin gin két véi protein huyét twong (cht yéu la véi albumin). Nong d6 trong huyé ét
tuong cho tac dung la 5-12 pg/ml (khéng vuot qua 20 pg/ml). Thé tich phéan b6 ¢o thé 16n hon
& tré sinh non, & nhimg bénh nhan xo gan, toan huyét, cao tudi, 3 thang cudi cua thai ky, bénh

trdm trong, trong thong khi co hoc, va tré suy dinh dudng. Su ting thé tich phén bé duge chq\
1a do tang gan két v6i protein huyét tuong. \:7\

Chuyén héa va thai tric \o)

Theophyllin b chuyen hoa 90% ¢ gan boi hé enzym cytocrom P450. O tré so sinh, hoat dong )%
chuyén héa thubc kém va chi xuét hién & cubi nam dau doi. Chat chuyén héa c6 hoat tinh /Kg;
cafein, c6 hoat tinh sinh hoc khong dang ké — ngoai trir tré sinh non va tré nho hon 6 thang tudis )/
do thoi gian ban thai ciia thudc rat dai nén cé syt tich liiy thude.

Nhitng chét chuyén héa chinh khéng c6 hoat tinh gém 1,3-dimethyl acid uric, 3 meth}'lxanthm
va 1-methyl acid uric.
Sur thai trir theophyllin theo dong hoc bac mot. Thoi gian béan thai 1a 30 gio (17-43 gio) & tré
sinh non, 11 git (6-29 gi®) & tré so sinh, 3,7 gio (1,5-5.9 giv) & tré nho, 8,2 gio (6,1- 12,8 gid)
& nguoi 16m va 9,8 gio (1,6-18 gid) & nguodi cao toil. Thai gian béan thai kéo dai & nhimg bénh
nhén pha phéi, bénh tim phdi, bénh vé gan, suy gidp trang, va nhim khuén, ciing nhu ba thang |
cubi cua thai ky. Cuong gidp va tinh trang sot 1am rit ngan thoi gian ban thai cia theophyllin. | |
Theophyllin dugc thai trir qua thén. Dudi 3 thang tudi, 50% lidu diing c6 thé diroc tim thay |
trong nude tiéu dudi dang theophyllin tu do, tuy nhién ty 1€ nay giam con 5% & tré 16n hon Va
& nguoi lon.
QUY CACH PONG GOI: Hop 5 bng, 10 ng, 20 éng x 5 ml.
BAO QUAN: Noi khé réo, nhiét d@ khéng quéa 30°C, tranh 4nh sang.
HAN DUNG: 36 thang ké tir ngay san xuét.
TIEU CHUAN: TCCS.
Co so san xuit
CONG TY CO PHAN DUQC PHAM AN THIEN
L6 C16, Pudng S6 9, KCN Hiép Phuée, Xa Hiép Phude, m\.‘H‘ 3, TP H6 Chi Minh
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