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Ta hudng dan sir dung thuoe 

Rx Thude ban theo don 

DH-E€namigal 5 
Thude nay chiding theo don thude. 
Dé xa tim tay tréem. 
Doc ky huréng dan sirdyng trudc khi ding. 

Vién nén 

THANH PHAN CONG THUCTHUOC 
‘Thanh phan durge chit: Enalapril maleat 5 mg 
Thanh phan td durge: Lactose monohydrat, tinh bot ngé, natri croscarmellose, tinh bat tien gelatin 

hoa, natri hydrocarbonat khan, magnest stearat. 

DANG BAO CHE 
Viénnén, 

1 nén tran, mau tring, hai mat phang, mt mat cé kh’c vach ngang, Vien céthé bé lam doi. 

CHIDINH 

LIEU DUNG, CA\ 

Didutri ting huyet ap. 
Dieu tri suy tim c6 triguchimg, 
Phong ngira suy tim co trigu chug 6 bénh nhan bj rdi loan chite nang that trai khdng trigu chung (phan 

suat tong mau < 35%), 

1DUNG 
Lieu ding 

+ 
+ 

a 
+ 

+ 
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Syhap thu cia vin nén DH-Enamigal § khong bj anh hyong boi thite an 

Ligu ding nén dugeditu chinh theo dung nap va dap img ciia ngudi bénh, 

‘Tang huyét ap: 
Liéu khoi dau 1a $ mg dan t8i da 20 mg, tiiy thude vao muc d6 tang huyet ap va tinh trang cia bénh 

nhan, DH-Enamigal § dugc ding | lan/ngiy. D6i vai ting huyét ap mire d6 nhe, liéu khoi dau khuyén 

cao la 5-10 mg, Bénh nhan cé hé renin - angiotensin - aldosteron hoat héa manh (nhu tang huyét ap 

do bénh mach mau than, thiéu mudi va/hoac gidm thé tich tuan hoan, mat bi tim hode tng huyét ap 

nding) cé the bj ha huyét ap qua mire sau ligu khoi dau: Khuyén edo sirdung lieu khai dau 5 mg hoac 

thap hon va cn duge thuc hign dudi su gidm saty 1 
Diéu tri bang thudc loi tiu ligu cao trudc do cé thé gay gidm thé tich tudn hoan va nguy cotut huyét ap 

khi bat dau digu tr) bang enalapril. O nhimg bénh nhan nay, nén ding ligu khdi dau $ mg hod thap 

hon, Néu co thé, nén ngimg thudc Ioi tigu tir2 — 3 ngay trudc khi bit dau digu tri bing DH-Enamigal 

5. Can theo doi chue nang than va kali huyét. 
Liéu duy tri thong thuong la 20 mg/ngay, ti da 40 mg/ngay, 

Suy tim/edi loan chirc nding thattraikhéngtriguchimg: : 

Trong diéu tri suy tim o6 triéu chung, enalapril duoc strdung phéi hop vai thudc loi tiéu, néu thich hop 

¢6 the phdi hop vdi digoxin hoac thude chen beta. Liéu enalapril khoi dau o bénh nhan suy tim co trigu 

chimg hod roi loan chire nang that trai khéng trigu ching 1a 2.5 mg va can duge thyc hign dudi sy 

wiam saty té chat ché de xac dinh tac dung ban dau cia thuoc trén huyet ap. Truong hop khang co hoc 

Gikigm soat co higu qua tinh trang ha huyét ap sau khi bat dau didu tri bing enalapril 6 bénh nhan suy 

tim, nén ting ligu dan dan dén lieu duy tri théng thuong a 20 mg, ding mot lan duy nhat hoac chia 2 

lan/ngay, tuy theo kha nang dung nap cia benh nhan. Viée higu chinh ligu nay duoc khuyén edo thue 

hién trong khoang thoi gian tr 2-4 tan. téi da la40 mg/ngay chialam 21an. 

Khuyén cao ting ligu DH-Enamigal 5.6 bénh nhan suy tim/rdi loan chic nang that trai khdng trigu 

chimg: Tuan | la 2,5 mg/lan/ngay(*) trong 3 ngay dau va § my/ngay, chia 2 kan trong 4 ngay tiép theo. 

Tuan 2: 10 my/ngay, chia | ~2 lan, Tuan 3 va 4° 20 mg/ngay, chia | ~2 Lan, 

(*)- Than irone dic bier bénkinhan suy thin hodc dangding thudeloitiéu. ; : 

p va chire nang than nén duge theo ddi chat ché ca truse va sau khi bat dau dieu tr bang 

jo nguy co tut huyét ap va suy than thu phat (hiém gap hon) di duge bao cao. O bénh nhan 

duoc dieutri bang thudc loi tieu, néu co thé, nén giam lieu truge khi bat dau diéu trj voi DH-Enamigal 

S. Su xudt hign cilia tut huyét ap sau khi ding lieu hoi dau khong co nghia la tut hu yét ap sé tai dién 

trong khi tiép tuc digu tri voi enalapril va khdng co nghia phai ngimg sir dung thuoc. Nong dé kali 

huyet va chtrenang than cing nén dug theo doi 

Liéu lugng & mpt sé doi tong lim sang die bigt: 

Suy than: Nhin chung nén kéo dai khoang cach gitta cic lin ding thuéc va/hoac giam liéu. Higu chinh 

ligu khoi dau theo dé thanh thai creatinin (CI.,) 
30<Cl,;< 80 mL/phit: 5— 10 mg/ngay. 

10<Cl,,£30mL/phur: 2,5 iy : 

Cl, < 10 mL/phit: 2,5 mg vao nhimg ngay tham phan, Enalaprilat c6 thé tham phan duge, Lieu ding 

vao nhingngay khdng tham phan duoc dieu chinh theo dap img ve huyétap. 

Nguedi cao tdi: Lidu dang phai phit hop vdi chite ng than cua bénh nhan. 

Tre em: Dit ligu thi nghiém lam sang con han ché vé viée sir dung enalapril trong tang huyét ap 6 tré 

em. Déi voi nhing bénh nhi cé thé nuot duge vién th ude, ligu lvong nén duoc ed nhan hoa ty theo hd 

so bénh an va dap img huyét ap. 
Ligu khoi dau (dang | Lin méi ngay) khuyén céo La 2.5 mg bénh nhiin co cn nang tir 20 den < SO kg 

va S mg bénh nhanco cn nang ke 

Ligu ding duge higu chinh tay vao timg bénh nhan, tdi da 20 mg 6 bénh nhén c6 cain nding tir 20 dén < 

50 kg va 40 mg 6 bénh nhan co cin nang 2 50 kg 
Enalapril khéng duge khuyen cao ding cho 
mLyphat/1,73 m’ do chua co dif ligu. 

iré so sinh va bénh nhi co do loc cau thin < 30 

Ciich ding 
Uéng thude voi mot ly nude day, c thé udng cing hoc khong cling vai thire an. C6 thé bé vién néu 

gap kho khan khi nudttoan b§ vién 
Bénh nhan edn tip tue diing thudc theo chi dinh eta bac si, khong duce ty ngimg thudc (co the Lam 

tinh trang bénh tram trong hon). | a 

Néu quén ding mot ligu thud, bo qua liéu di quén va tiép tuc uong lieu tiép theo nhu thuong 18, 

Khéng wong ligu gap d0i dé bi cho liéu da quén 

CHONG CHI DINH 
Qua man v6i enalapril, vai bat ki thank phan nao cita thude ho&e vai bat ki thude we che ACE néo 

khac. 
Tign six phi mach lién quan tai diéu tri bang thude ire ché men chuyén angiotensin (ACE) trudc do. 

Phit mach di truyen hode v6 cain. 
Ba thang gira va ba thang cuoi thai ki 
Sir dung dong thoi enalapril voi cde ché pham chira aliskiren 6 bénh nhan dai thao duong hoe suy 

than (d6 loc cau thin < 60 mL/phiit/1,73 m’) 

Khi phoi hop voi sacubitril/valsartan; Khong ding enalapril trong vong 36 gid tinh tir lidu cudi 

sacubitril/valsartan. 

CANH BAO VA THAN TRONG KHI DUNG THUOC 

Ha huyét dp co trigu chimg ; 

Ha huyér ap c6 trigu ching hiém gap 6 bénh nan tiny huyét ap khéng c@ bién chimg. O bénh nhan ting 

huyét ap si: dung DH-Enamigal 5, ha huyet ap c6 téu chimg co khuynh huang dé xay ra neu bénh 

nnhan di bj gidm thé tich twin hodn, vi du do ding thude loi tidu, ché do An han che mudi, tham phan mau, 

tiéu chay hoa ndn. Quan sat thay ha huyet ap cé trigu chimg 6 nhing bénh nhan suy tim, kém hodc 

khong kem theo suy than, Phé bien & bénh nhin suy tim mite dé nang, su dung thude loi tieu quai ligu 

cao, ha natri huyét hodc suy giam chuc nang than. 6 nhimg bénh nhan nay, nén bat dau dieu tr) duci su 

aiam sit y 18 va edn due theg d6i chat ché bat eat khi nao higu chi éu ciia DH-Enamigal § vishote 

thudc lot tiéu. Nhimg can nhac tuong ty co the ap dung cho bénh nhan bj thiéu mau co tim cuc bd hode 

bénh mach mau nda do nguy co ha huyet ap qua muc co thé din ti nhoi mau co tim hoac tai bién mach 

mau nao. 
Néu ha huyét ap xay ra, nén dé bénh nan 6 tu the nam ngira va truyén tinh mach dung dich mudi ding 

trong néu ean thiet, Ha huyét ap thoang qua khong phat lachéng chi dinh va thuong khong €6 yi tro 

nyai khi ding ligu tiép theo khi huyeét ap da ting lén sau khi bi diidich. 

Voi ahimg bénh nhan suy tim co huyet ap binh thuong hoac thap, huyet ap ¢6 thé ha thém khi sir dung 

thude. Tac déng nay dy-doan trude duoc va thuong khéng phai la ly do de ngimg, digu tri. Néu ha huyet 

4p bieuhign trigu chimy, 6 thé phai giam lidu va/hodc ngumg thudc loi titu vivhoac DH-Enamigal 5. 

Hep van dng mach chit hage van hai la/bénh corti phi dai : 

‘Tuong ty cac thude gin mech, nén than trong khi sir dung thude tre ché ACE 6 bénh nan hep van 

hoac tic ngh&n duémg ra that trai; va tranh sir dung 6 bénh nhan sdc tim va tic nghén huyét dong 10 ret. 

Suy gid chute ndng than 
- 

Trong trudng hop suy than (d6 thanh thai creatinin < 80 mL/phit), nén higu chink liéu enalapril ban dau 

theo dé thanh thai creatinin cua bénh nhan (xen wae “Lidu dimg") va sau do higu chinh liéu theo kha 

ning dap img diéu tn ca bénh nhan. Theo doi thuong Nuyeén lugng kali va creatinin 6 nhimg bénh nhan 

nay. 

Suy than da duoe bio cao lién quan toi enalapril va chit yeu 6 nhimg bénh nhan suy tim ning hode ¢6 

bénh nén ve than bao gom hep dong mach than, Néu phat hign kip thoi va dieu tr thich hop, suy than lién 

quan dén diéu tr bing enalapril thuong c6 thé hdi phue. 
Mé6ts6 bénh nhan ting huyét ap, khong co tién str bénh ly vé than, c hin tung ting ure va creatinin 

huyét khi sir dung enalapril cing voi thudc loi tigu. Co the can giam ligu enalapril vivhodc ngimg dieu tn 

vai thudc loi tidu, Tinh trang nay s® Lim ting kha nang mic hep déng mach than tigm an, 
Tang huyét dp do bénh mach mau than 
Bénh nhan bj hep dong mach than hai bén hodc mot bén 6 bénh nhin hep dong mach than don dgec dieu 

tri bang thudc ue che ACE cé nguy co tut huyét ap va suy than, Mat chire nang than c6 thé xay ra chi voi 

sy thay doi nhe lugng creatinin huyét thanh. O nhimg bénh nhan nay, viée bat dau digu tri nén duoc én 

hanh véi ligu thap va dudi su gidm sity te chat ché, diéu chinh ligu can than va theo doi chic nang than. 

Ghép than 

Khang cé dit ligu lién quan toi viée sir dung enalapril 6 bénh nhan vira mai ghép than, do do khong 

khuyén cao str dung DH-Enamigal 5. 

an 

Héi chimg voi biéu hign khoi dau la vang da tr mat hodc viem gan va tién trién toi hoai tt gan nang, doi 

khi gay tir vong hiém khi cd lién quan ti thude tre che ACE. Co ché cia hoi chimy nay chu dirge hicu 

13. Bénh nhan sit dung thudc tre ché ACE bj vang da hoac ting men gan 1 rét nén ngimg thuoe nay vi 

duge theo daiy té phit hop. 
Glin bach cau tring tinh/natt bach edie hot qt , 

Giam bach cau trung tinh/mat bach cau hat, gidm tiéu cu va thigu mau da duc bao cio & nhig benh 

han sir dung cac thude tre ché ACE, O nhimg bénh nhan co chic ning than binh thuong va khéng co 

yéu t6 bign chimg nao khac, gidm bach edu trung tinh hiem khi xay ra. Enalapril nén dugc sit dung hét 

suc than trong & nhimg bénh nhan mac bénh ly mach collagen, dieu tr tre che mién dich, diéu tr bing 

allopurinol hoac procainamid, hoae két hop nhing yeu to nay, dac biét khi bénh nhan bi suy giam che 

nang than tir trudc. Mét s6 bénh nhan bi nhiém khuan nghiém trong, ma trong s6 it trong hop khong, 

dap img voi ligu phap khang sinh manh. Khi sir dung enalapril é nhimg bénh nhan nay, nén theo doi dinh 

kisé lugng bach cau va hung din bénh nhin bao cao bat ki dau hiéu nhiém khuan nao. 

Quad man/phit mach 
Pha mach o mat, tir chi, mdi, lui, thanh mén va/hoac thanh quan da durge bao cio 0 nhiing bénh nhan 

due diéu tri biing thudc ue ché ACE, bao gom enalapni. Dieu nay co thé xay ra bat ki ic nao trong qua 

trinh dieu tri, Neimg st dung DH-Enamigal 5 va theo doi thich hgp dé dam bao cac trigu chimg da duoc 

gidi quyét hoan toan (rude khi bénh nhéin xuat vin. Ngay canhimg trudng hop chi sung ludi, khong suy 

ho hap, bénh nhan co the cin duge theo doi liu dai vi diew tr bang thudc khang histamin va 

corticosteroid co the khong dt 
‘Ta vong do phi mach lién quan tdi phi thanh quan hodc phi ludi duge bio cao rathiém gap. Bénh nhan 

bi phi ludi, thanh mén, thanh quan co kha nang bi tic nghén dudng thé, dac biét la nhimg nguoi co tién 

sit phau thudt dung thé. Khi 46, nhimg bign phap thich hop, bao gdm tiém epinephrin (1; 1000) duct 

da(0,3—0,5 mL) va/hoac cac bién phap dam bao duong thé nén duge sirdung kip thoi 

Bénh nhan da den str dung cic thudc tre ché ACE da duge bao cao 6 ti 1@ phu mach cao hon nhimge 

nhém ching toc khac, . 

Bénh nhan co tién sir phil mach khong lién quan dén digutri bing thude irc ché ACE co the ting nguy ca 

phir mach khi sir dung thuoe te che ACE. 
Chéng chi dinh sir dung ding thoi thuoc We ché ACE va sacubitril/valsartan vi co thé ting nguy co phir 

mach. Khong ding enalapril trong vong 36 gid tinh tir lidu cudi sacubitril/valsartan 

Sit dung déng thai thuoe ue ché ACE voi racecadotril, thudc ue che mTOR (nhu temsirolimus, 

sirolimus, everolimus) va vildagliptin co thé ting nguy co pha mach. Than trong khi khor dau dieu tri 

voi racecadotril, thuéc we ché mTOR (nhu temsirolimus, sirolimus, everolimus) va vildagliptin o 

nhiing bénh nhan dang sir dung thudc ue ché ACE. 
Phan tng dang phan vé trong qua trinh, gidi min céim voi noe déc hymenoptera 

Hiem gip bénh nhan ding thude irc che ACE bj phan img dang phan vé de doa tinh mang trong qua trinh 

giai man cam voi noc doe hymenoptera. Nhiing phan img nay tranh duge khi tam ngimg dieu tri vai 

thude ire ché ACE true mdi lan gidi man cam 

Phan tong phan vé trong qué trink thaw, phan logi LDE 3 

Hiém gap nhimg bénh nhan sir dung thude te ché ACE trong qua trinh tham phan loai LDL bang 

dextran sulfat trai qua nhimg phan ung phan vé de doa tinh mang. Co the tranh nhimg phan img nay 

bang cach tam thai ngung dieu tri vei thude tre ché ACE truce moi lan tham phan 

Bénh nhén tham téch miu 5 

‘Nhiing phan img phan vé da duge bao cio.6 bénh nhan duge tham phan voi mang loc lu long cao (vi 

du AN 69) va dieu tr} cling lic voi mot thudc te ché ACE. O nhimg bénh nhan nay, nén can nhac ding 

métloai mang thm phan khac hoae m6t nhom thudc ha huyét ap kha. 

Ha ducing hiuyét a 

Bénh nhan dai thao duong dang sit dung thuéc diéu tr) dai thao duéng duong udng hodc insulin, khi bat 

dau ding thudc tre ché ACE can duge theo doi chat ché tinh trang ha glucose mau, dic bigt la trong 

thang dau tién khi bat dau sit dung kethop (xem mye “Tiong tac, trong ky etra thudc”) 

Ho 
Ho da duge bio co khi str dung thude Ge ché ACE. Dién hinh la ho khan, kéeo dai va sé het khi ngimg 

thude. Nén chay dén ho do diing thuoe ire chéACE khi chan doan phan biét vai cc bénh ly ho khac. 

Ph iu thugt/gay mé 

G nhimg bénh nhan dang trai qua phau thuat l6n, hoac trong lite gay mé vi 

Ap, enalapril ngan chan hinh thanh angiotensin I] thir phat do dap img phon, 

huyat dp xdy ra.va duoc cho 1a do corché nay, c6 thé dieu trj bang each tang f 

Tang kali huyet 
Do tte ché phéng thich aldosteron nén thude tre ché ACE e@ thé lam J GB Ga Tay 

thudng khong 6 y nghia 6 nhimg bénh nhan vai chire ning than bin! uy nhién, @ hg 

nhén suy gidm chize ning thin va/hoae bénh nhan dang str dung ca fam bo sunk mudi 

thay the chua kali, thuoc loi ti¢u gitt kali, trimet! nd FEN ey | 

(trimethoprinvsulfamethoxazol va dae biét 1a cae chat doi khang cac char'déi fa 

thy thé angiotensin, co khandng lam ting kali huyet. Neusur dead Hah nhan 

fl 
nao ké én duoc xem la phi hop, can than trong va thuong xuyén the 

Lith 
Khong khuyén cso sit dung kéthop lithi voi enalapril (xen me 

Ueché kép hg renin-angiotensin-aldosteron (RAA) 

Diico bing chug vé viée sit dung dang thai cc thude Ure ché ACE, thuodtte 

hoac aliskiren lam ting nguy co ha huyet ap, tang kali huyét va suy gidm chirerd 

suy than cp), Do dé, ire ché kép hé RAA do sir dung ket hop cae thud te ché ACE; hoe é 

angiotensin II hoc aliskiren khong due khuyén cdo. Neu i che kép hg RAA duge xem net la thuc su 

can thiét, digu tri chi nén duge thyc hign dudi su giam sat chat ché chuc nang than, cac chat dign wisi ya 

huyét dp. Khdng nén sit dung dong thoi cae thude ire ché ACE va thuoe oe BEN es Faull 

bénh nhan miic bénh than do dai thao duong, 

Sirdung @tré em DS. Py inh 

Ditligu han ché vé d6 an toan va higu quae tre em ting huyét ap trén 6 ud 2 

dinh khac, Dé ligu duge dong hoc han che 6 tré em trén 2 thang tuoi. Khong khuyén cdo ding DH- 

Enamigal § cho tré em voi nhimg chi dinh khac ngoat chi dinh digutn ting huyet ap F 

Khong khuyen cdo sir dung DH-Enamigal § cho tré so sinh va bénh nhi cé dé loe cau than < 30 

mL/phut/1,73 m, do dirligu khong. sino. 

Phu nited thai 
Thudc ie ché ACE khéng khuyén cao str dung cho phy nét co thai. Trit khi vide tiép tue diéu i bang 

thude tte ché ACE duge coi [4 can thiét, bénh nhan co kéhoach mang thai nén duge thay dai thudc di 

tri Uing huyét ap da dirge thidt lap dir ligu an toan khi sir dung trong thor ki mang thai. Khi duge cl 

doan mang thai, nén ngimg sir dung thude tre ché ACE ngay lap tire va néu thich hop, nén bat dau liu 

phap thay the, 
Sickhde bigt ve ching tec 

Ciing nhu cdc thudc tc ehé ACE khaic, enalapril duong nhu kém higu qua hon tong vide ha huyet ap 6 

nguoi da den so vai nhom ching 6c khac, cd thé do tinh trang renin thap trong dan. sa nguoi da den ting 

huyér ap chiém ty 1écao hon. 
Lactose 

. . 7 

DH-Enamigal 5cé chita lactose, khong nén ding cho bénh nhan co cac van dé di truyén hiem gap ve 

khéng dung nap galactose, thiéu hut lactase toan phan hoc kém hap thu glucose-galactose. 

SU DUNG CHO PHU NU‘ CO THAIVA CHO CON BU 

Phynired thai 
Khéng khuyén cao sit dung cac thudc tre ché ACE 6 phy nit c6 thai trong ba thang dau cia thai ky 

Chong chi dinh sirdung céc thudc uc che ACE trong ba thang gia vaba thang cudi thai ky 

Bing chimg dich t@hoc lién quan toi nguy co gay quai thai sau khi pho nhiém vai thuoc ue ché ACE 

trong ba thang dau thai ki van chua duge két lun; tuy nhién, sur gia ting nhé trong nguy co khong thé 

loai trir. Trir khi vigc tigp tue sir dung eac thudc tre che ACE due cho la can thiét, bénh nhan co ke 

hoach mang thai nén chuyén sang liguphap dieu trj ting huyét ap thay thé duoc chimg minh [aan toan 

dé sit dung trong thai ky. i. , 

Khi duge chan doan co thai, nén nging digu tej bing thudc tc che ACE ngay lap tie va neu phu hop, 

nén bat dau ligu phap dieu tr} thay thé. | 

Phoi nhiém voi thude tre ché ACE trong ba thang gitta va ba thang cudi cia thai ki duge biétla pay doe 

cho bao thai ngudi (gidm chue nang thin, thiguoi, cham phattrién so) vanhiém doce tré so sinh (suy 
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than, ha huyét ap, tang kali huyét). Thigu di 6 me.c6 the 1a biéu hién suy gidm chite ning than cua 

thai nhi, 44 xdy ra hoc co thé dan dén co rit chan tay, bién dang so-mat va thieu san phoi. Neu 

phai nhiém voi thuéc ue ché ACE tir ba thing gita cia thai ki, nén siéu am kiem tra chire nang 

thin va hép so. P ; ; a 

-  Trésosinh co me sir dung thudc tre ché ACE nén dugc theo ddi chat ché ve huyet ap. 

Phu nircho con bi , 

Dit ligu duoc dong hoc han ché chimg minh néng do rat thap trong sira me. Mac dii ndng do nay duong 

nhur khéng lién quan den lam sang, ahung vige sir dung DH-Enamigal 5 Khéng duge khuyén cao 

trong thoi ky cho con bu véi tré sinh non va trong vai tuan dau sau khi sinh, donguy co gid dinh ve anh 

hung toi tim mach va thin va do khong di kinh nghiém lim sang. Trong truong hop tré so'sinh lon 

hon, vise sir dung DH-Enamigal 5 6 phu nit cho con bi co the due xem xet neu vide dieu tri nay 1a 

cn thiét chongudi me va dita tré due theo doi bat ki tac dung batloi nao. 

ANHHUGNG CUATHUOCLEN KHA NANG LAINE, VAN HANH MAY MOC 
Khi lai xe hoae van hanh may mde, can can nhac den viée thinh thoang co thé bi chong mat ho&e mét 

moi 

TUONG TAC, TUONG KY CUATHUOC 
Tuong tac cia thudc 
= Sirdung ding thii thudc ire ché ACE va sacubitril/valsartan co thé tng nguy cophiimach, 
= Sir dung dong thai thude tre ché ACE vidi racecadotril, thud ie ché mTOR (nhu temsirolimus, 

sirolimus, everolimus) va vildagliptin co thé tang nguy co phi mach. - 

Thude tre ché kép hé renin-angi sin-aldosteron (RAA); Dirligu tha nghiém lam sang cho thay viéc 

tre ché kép hé RAA thong qua viée sir dung két hgp eae thudc tre ché ACE, thude doi khang thy the 
angiotensin IL ho8caliskiren co thé lam tang tan suat xuat hign eac tac dung khong mong mudnnhuha 
huyét ap, tng kali huyet va giém chute ning than (bao gom suy than cap) so vai vide sir dung mot tac 

nhan ire chéhé RAA don doc. . 
Thude lei tiéu gitt kali, ché phdm bd sung hali, hode ede ihude khée lem ting kali huyét, Thudc tre ché 

ACE lim gidm viée mat kali do thudc Igi tiéu. Cac thude Igi tigu gitt kali (nhu spironolacton, 
eplerenon, triamteren hoac amilorid), ché pham bé sung kali, mudi thay the chira kali hoc ete thudc 
khac co thé lam tang kali huyét. Cling nén than trong khi ding enalapril cing voi cate thuoc lam tang, 
kali huyér thanh, nhu trimethoprim va cotrimoxazol (trimethoprim/sulfamethoxazol), vi 

trimethoprim duge biét !4 co tac dung gidng thudc Igi tieu git kali (vi dunhu amilorid). Do d6, khong 

nén két hap enalapril voi cac loai thuoc néu trén. Neu sit dung dong thai enalapril vai bat eu tacnhan 
nao ké trén duoc chi dink, nén sit dung than trong ket hop voi theo dai lugng kali huyét thudng xuyén. 
Ciclosporin: Sir dung phoi hop thudc irc ché ACE vai ciclosporin e thé lam tang kali huyét Khuyén 
cao theo dai néng dé kali huyet 
Heparin: Sit dung phéi hgp thude ite ché ACE véi heparin 6 thé lim tang kali huyét. Khuyén cao 
theo di néng d6 kali huyét . . _ : 
Thude loi tiéu (thiazid hod toi tiéu quai): Diéu tr| trade bing thudc loi tiéu ligu cao co thé dan 161 suy 
gidm thé tich tuan hoan va co nguy co tut huyét ap khi bat dau diéu tr] bing enalapril. Tac dung ha 
huyét ap ¢6 thé giam di bing céch ngimg thudc loi tiéu, ting thé tich tuan hoan ho8e ting rong mudi 
dura vao cothe hoac bat dau dieu tri voi enalapril liéu thap, 
Cac tac nian diéu iri tang huyét ap khée: Sir dung déng thoi voi nhiing tac nhan nay ¢6 thé lam ting 
tac dung ha huyet ap cia enalapril. Viec su dung. dong thi vai nitroglycerin va cdc nitrat khac hode 
thude gin mach khac cé thé am ha huyet ap hon niva. 
Lithi: Tang co hoi phuc nong dé lithi trong huyet thanh va dc tinh eda lithi da duge bao cao trong qua 
trinh sirdung dong thoi lithi vai thude te ché ACE. Sir dung dong thoi voi thudc loi tiéu thiazid cé thé 
am tang thém nong do lithi va ting nguy comhiém dc lithi voi thude tre ché ACE. Khong khuyén cao 
sir dung lithi vdi enalapril, nhung néu ket hgp nay duge chimg minh la can thiét, can theo ddi can thin 
nong d@ lithi trong huyet thanh. = 
Thude ching idm cam 3 ving, thude chong loan than, thuee gave, thude gay mé: Sir dung dong thoi 
thudc ire che ACE voi mot sd thude nhat dinh thuée nhom chong tram cam 3 vong, thudc chong loan 
than, thudc gay t8, gay mécothédantihahuyetaphonnta. 
Cae thide chéng viém khong steroid (NSAID), bao gom ea thuae tre ché chon toc cyclooxygenase 2 

(COX-2): Cac thudc NSAID, bao gom ca thuoe we ché chon loc COX-2 c6 thé Lam gidm tic dung cita 
thude loi tigu va cae thude ha huyét ap khée. Do d6, tic dung ha huyét ap cia thude doi khang thy thé 
angiotensin [I hoc thudc irc ché ACE c6 thé bi suy gidm do thuée NSAID, bao gém cd thudc te ché 
chon loc COX-2. Siz dung déng thai NSAID (bao gom ca thudc ire che chon loc COX-2) va thude doi 
khang thy thé angiotensin II hode thude tre ché ACE lam ting kali huyét va 6 the dan ti suy gidm 
chire ning thn. Nhiing tic dong nay thudng co thé héi phye duac, Suy than cap hiém gap, nhung co 
thé xay ra, dac biét o nhing bénh nhan cé chire nding than bj ton thuong (nhu nguoi cao tudi hodc bénh 
nhan bj suy gidm the tich tuan hoan, bao gom ca nhiing ngudi dang dieu tri bang thudc gi tiéu). Do do. 
viée két hop ciin durgc than trong 6 bénh nhan co chute nang than bj t6n thong, Bénh nhan cén duge 
cung cap di nude va xem xét theo ddi chire nding thin sau khi bat dau diéu tri dong thoi va dinh ky sau 
do 
Fang: Phan img nitritoid (trigu chimg gém cé do bing mat, budn nén, non va ha huyét 4p) di duge 

bao cao hiém gp 6 bénh nhan dang sirdung chépham vang dang tiém (natri aurothiomalat) dong thoi 

di cde thudc tre che ACE, bao gom enalapril 
Thude curing giao cam: Cac thudc cudng giao cm co the lam giam hiéu qua ha huyét ap cua thudc ue 

che ACE 
Thude trt dai théa dieéng: Cac nghién ctru dich 18 hoc cho ring sir dung dong thoi eae thudc ire ché 
ACE va thudc diéu tri dai th4o dudng (insulin, thude diéu tri dai thio dudng duong ung) co thé Lim 
Ling tac dung ha durong huyét cda thude, vai nguy co tut duong huyét. Hign tugng nay co nhigu kha 
nang xay ra trong nhing tuan dau dieu tr kéthop va onhimg bénh nhan suy than, 

= Riou: Lam ting tac dung ha huyet ap cia thudc tre ché ACE, 
Acidacety! salicylic, thude lam tan hye khdi vir tude chen beta: Enalapril c6 thé duge sit dung ding 
thai mét cach an toan vai acid acetyl salicylic (6 liéu diéu tri tim mech), thude lam tan huyét khdi va 

thue chen beta 
= Tréem: Cacnghién citu vé tuong tic chi duge thyc hién 6 ngudi lon. 
Twong ky cia thude ; 

Do khang ca cac nghién eu vétinh tong ky etia thude, khong trdn Lin thude nay vai cae thudc khae. 

TAC DUNG KHONG MONG MUON CUATHUOC 
Cac tac dung khong mang mudn dge phan nhém theo tan suat: rit thutong gp (ADR > 1/10), thuong, 
gap (1/100 <ADR < 1/10), it gap (1/1000 < ADR < 1/100), hiém gap (1/10000 <ADR < 1/1000), rat 
hiém gap (ADR <1/10000) va khéng ro tin suat (tain suat khong uoc tinh duge tir dit ligusanco). 
Mau va hé bach Inés: Thieu mau bao gom thieu mau bat sin va thiéu mau tin huyét (it gp); giam 
bach cau trung tinh, giém hemoglobin, gidim hematocrit, giam tiéu cau, mat bach cau hat, suy tay 
xuong, gidm toan the huyét cau, bénh hach bach huyér, bénh tu mign (hiem gap). 
Nérsiet: Héi chimg ting tiét hormon chong bai nigu kh6ng thich hop (SIADH) (khéng r6 tan sua). 

= Dinh dudng va chuyén hoa: Ha dudng huyét (it gp) 
Tam thin: Tram cam (thudng gap), li lan, hoi hop, mat nga (it gap); roi loan gide ngi, giae mo bat 
thuang (hiém g’p) r : : 
Hé than kink: Choang vang (rat thuing gap): dau du, ngat, thay doi vj gide (thuimg gap); budn ngi, 
di cam, chong mat (it gap). 

Afée: Nhin ma (rat thuong gap). 
Tai va tai trong: Utai(itgap). 
Zim: Daw neve, loan nhip, dau that ngue, nhip tim nhanh (thugng gdp); danh trong ngue, nhéi mau eo 
tim hodc tat bien mach mau nao, he huyét 4p qua mire thir phat 6 bénh nhan cé nguy co cao (it gap). 

Mach: Ha huyét ap bao gdm ha huyet ap the dimg (thuong gap); 46 bimg, ha huyét ap thé dung (it 
gap), hOi chung Raynaud (hiém gap). 

Hy va frung that: Ho (rat thudng gap); khé thé (thudng gap); so mai, dau hong va khan 
giong, co that phé quiin, hen suyén (it gp), thim nhiem phoi, viém min, viém phé nang di img. viém 
phdi tang bach eau ai toan (hiém gap). : 

- Tiéwhda: Buda nén (rat thudng gap); tigu chay, dau byng (thudng gap), te mét, viém tuy, non, kho 

tiéu, tao bon, chan an, kich img da day, khé miéng, logt da day (it gp), viém miéng, loét ap to migng, 

viém ludi (hiém gap); phi mach rudt (rat hiém gap). 
Gan mdt: Suy gan, viém gan — té bio gan hoac ir mit, viém gan bao zom hoai ut, tr mat (bao gom 8 
yang da) (hiem gap), 
Da va mé lien két dire da: Phat ban, man cam/phi than kink: Mat, wi chi, moi, Ludi, thanh mon 

vavhode thanh quén (thuéng gip); toat mo hdi, ngiza, me day, rung t6c (it gap); hong ban da dang, hdi 

chung Stevens-Johnson, viem da tréc vay, hoai tr biéu bi nhiém ddc, Pemphigus, ban 46 (hiém gap); 
mot phitc hop triéu chimg dd duoc bao cao bao gom mot $6 hoac tit cd ete nhimg biéu hign sau: Sot, 
viem thanh mac, viém mach, dau co, viém co, dau khop, viém khop, test khang thé khang nhén 

(ANA) duong tinh, tang ESR, tang bach cau ai toan va ting bach edu; eo thé xay ra phat ban, nhay cam 
voi anh sing hode cacbiéu hién khac trén da ligu (khong rd tn suit) 
Co, mo lién kérva xtcong: Chudtrit (it gap). ‘ : 
Than, ué nién: Roi loan chitc ning thn, suy than, protein migu (it gap), thiéu niu (hiem gap) 
Sinh san: Ligt duong (it gp); vi tod nam gii (hiém gap). 

- Rei loan chung: Suy nlurgc (rat thurong gap); mét moi (thudng gap); kho chiu, sot (it 4p) 
- Nérnghiém: Tang kali huyet, ting creatinin huyét (thuong gp); tang ure trong mau, gidm nati huyét 
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(it gap); ting enzym gan vabilirubin huyét thanh (hiém gap) 

QUA LIEUVA CACHXU TRI 
Qualieu F . 

Dirligu qua liu 6 nguéi con han ché, Nhing trigu chimg r6 rang nhat duge ghi nhan cho den nay [aha 

huyét ap 10 rét, bat dau sau 6 gid udng thudc cing voi viée te ché hé renin-angiotensin va chosing. 

Nhimg ching lién quan toi qua liu thude ire ché ACE 6 thé bao gom soc twain hoan, roi loan 

dign gidi, suy than, tang théng khi, nhip tim nhanh, dank trong ngyc, nhip tim cham, chong mat, lo du 

vaho, Nong dé enalaprilat trong huyet thanh sau khi ung ligu 300 mg va 440 mg twong img cao hon 
gdp 100 va 200 lan so vai khi udng lidu didgu tr) thong thuong. 

Cach xir trikhi ding qua liéu : Cos 

= Khuyén cao truyén tinh mach dung dich nuge mudi dang truong. Dieu tri ha huyét dp can de bénh 

nhin 6 tuthé nim nang cao hai chan, Can nhc diéu tri bing cach truyén angiotensin IT va/hode ding 
catecholamin dudng tinh mach. Néu mdi udng thudc, can thuc hién cdc bién phap loai bo enalapril 

maleat (nhu gay nén, rua da day, su dung chat hap phy va natri sulfat), Enalaprilat co the duoc loai bo 

khdi tudn hoan chung bing thdm tach mau, Liguphap tao nhip tim dirge chi dinh dé digu tri chm nhip 

tim khang tr). Nhing dau higu sinh ton, ndng dé creatinin va dign gidi trong huyet thanh can duge theo 

ddilién tue. 

DACTINH DUQC LYCHOC 
Nhém dugely: Thudc tre ché enzym chuyén angiotensin (ACE). 

MaATC: CO9AA02 
Coché tic dung % — 
= DH-Enamigal 5 (enalapril maleat) la muoi maleat cia enalapril, dan xuat cia hai acid amin L-alanin 

va L-prolin. Enzym chuyén angiotensin 1a mét peptidy! dipeptidase xuc tac cho qua trinh chuyén 

angiotensin I thanh angiotensin II (chat co mach manh). Sau khi hap thu, enalapril bj thay phan thanh 

enalaprilat cO tac dung tre ché enzym chuyén ACE, lam giam nong dO angiotensin IT trong huyét 

tuong, dan dén hoat tinh renin trong huyét tuong ting va giam bai tiét aldosteron. - | 
Enzym chuyén héa angiotensin gidng véi kininase II. Do do, DH-Enamigal 5 cing c6 thé tre ché sir 

gidng héa bradykinin. Tuy nhién, vai tro cua tac dung nay d6i voi higu qua didu tn ctia thudc vin can 

duoc 1am rd. 
Trong khi co ché ha huyét ap cia enalapril chit yeu duge cho 14 do te che hé renin-angiotensin- 
aldosteron, DH-Enamigal § van ha huyét ap ngay ca 6 nhimg bénh nhan tang huyét Ap e6 Iuong renin 

thap. 
Tae dung dirge ly . 

= Sit dung DH-Enamigal 5 6 bénh nhan ting huyét ap lam gidm ca huyét ap tuthé nim va huyét ap tw 
thé ding ma khéng lam ting dang ké nhip tim. w 
Ha huyet ap tu thé cé triéu chimg xdy ra khong thurong xuyén. O mot 86 bénh nhan, dé dat duoe tac 
dung ha huyét dp ti wu ¢6 the can vai tuan didu tri. Vige ngimg dot ngdt DH-Enamigal § khong lién 
quan tdi viéc ting huy ét ap nhanh chang 
Tac dung ite che ACE thurong xay ra tis 2 dén 4 gid sau khi uéng mét liu enalapril, Tae dung ha huyét 
Ap khéi phat khoang | gid sau khi udng thude, voi mite gidm huyet ap ti da dat duoc sau 4 — 6 gia 
ding thuéc. Thai gian tac dung c6 lién quan tdi ligu ding. Tuy nhién, o lieu khuyen edo, rac dung ha 
huyét ap da due ching minh duy tri itnhat 24 gio. 
Trong cac nghién ciru huyét dng hoc 6 bénh nhan ting huyét ap nguyén phat, ha huyét ap kém theo 
gidm sire can ddng mach ngoai vi voi gia ting cung lugng tim vait hode khong thay doi nhip tim. Sau 
khi uéng enalapril, cé sir gia tang luu luong mau hdng thay dai dé loc cau than, Khong co bing 
chimg ve viéc gitrnatri hodc nude. Tuy nhién, onhimg bénh nhan od mic loe cau thn thap trudc khi 
dieu tri, tilénay thuong ting lén. 
Trong nhimg nghién ciu lam sang ngan han trén bénh nhan mac bénh than co kém hode khong kém 
theo dai thao duong, sau khi sir dung enalapril, di quan sat thay hign trong giam albumin niéu, giam 

bai tiet IgG quanudetitu vagidm tong protein trong nua tiéu, 
Khi sir dung ciing vai céc thude loi teu thiazid, tac dung ha huyét ap cua DH-Enamigal 5 duge 1 
rae DH-Enamigal § co thé lam gidm hodc ngan chan viée ha kali huyét do str dung thudc loi tiéu 
thiazi 

-  Onhimg bénh nhan suy tim dieu tri bang digitalis va thude loi tiéu, str dung DH-Enamigal § co lién 
quan tdi viée gidm sire can ngogi bién vaha huyét ap Cung Iuong tim tang, trong khi nhip tim(thuong 

tng & bénh nhan suy tim) giém, Ap lye mao mach phdi cing gidm_ Kha ning dung nap va mite do 
nghiém trong ciia suy tim duce do dya trén cac tiéu chi clia Hiép H6i Tim Mach New York da duge cai 
thign. Nhimg tae déng nay tiép tue duy tri trong qua trinh didu tn lau dai 

- © bénh nhén suy tim nhe den trung binh, enalapril lam cham qua trinh gidn/phi dai va suy tim tien 
trien, da duge chimg minh 1a giam thé tich cudi tam truong va tim thu that trai, cing nhur cai thién 
phan suat tong mau. 

DACTINH DUQC DONG HOC 
- Hap thu: Enalapril sau khi uong duoc hap thu nhanh chéng, datnéng dé dinh trong huyéttwong trong 

khoang | gid. Dua trén luong thude tim thay trong nuoe tieu, ude tinh mite d6 hap thu eda thudc 
dudng dng 1a khong 60%. Sqr hap thu etia thude khéng bi anh hudng béi thite din trong dudng tiéu 
hea. Sau khi hap thu, enalapril nhanh chong, duge thay phan thanh enalaprilat — chat we ché ACE 

manh, Néng d6 dinh ciia enalaprilat trong huyét thanh dat duge khoang 4 gid sau khi wong. O bénh 
nhan co chite nang than binh thyong, ndng d6 enalaprilat trong huyet thanh @ trang thai én dinh dat 
duoc sau 4 ngay diewtri 
Phan bé: Trong pham vi néng d6 lign quan tdi khoang didu tri, enalaprilat lién két vai protein huyét 
tuong khong qua 60%. 
Chuyén héa: Ngoai con duong chuyén héa thinh enalaprilat, khong co bing chimg ve con dudng 
chuyeén hoa coy nghia nao khac cua enalapril. 

- ‘Thai trir: Cha yéu bai tiét qua nude tiéu dui dang enalaprilat (khoang 40% ligu ding) va enalapril 
nguyén ven (khong 20%). Thi gian ban thai hiéu qua doi vai su tich lily enalaprilat sau nhieu ligu 
uéng la 11 gio, 
Dirge dong hoctrén nhitng dai negng lim sing dite bigt: 
Say tha: Su phot nhiém enalapril va enalaprilat tang 6 bénh nahin suy than. O nhimg bénh nhdn suy 
than nhe dén trung binh (C1, ir 40 — 60 mL/phut), AUC 6 trang thai on dinh cua enalaprilat cao hon 

khoang hai lan so vei bénk nhan cé chite nang than binh thuong sit dung ligu 5 mg/lan/ngay. O bénh 
nhan suy than ning (Cl,, <30 mL/phit), AUC tang khoang 8 ln. Thoi gian ban thai biéu qua ddi voi 
stich Iiiy enalaprilat sau nhigu liu udng bj kéo dai d mue dé suy thin ndy va thot gian dé thudc dat 
trang thai can bing cing bi tri hoan. Enalapnilat co the duge loai bo khoi tun hoan chung bang tham 
tach mau. Dé thanh thai tham tach 1462 mL/phit 
Tré em va thanh thiéu nién: Mot nghién ciru duge déng hoe da ligu di duge thue hién wén 40 bénh 

nhi nam va nit bi tng huyét ap tir 2 thang dén 16 tuoi sau khi uong hing ngay 0,07 ~ 0,14 mg/kg 
enalapril maleat cho thay khéng co sy khae biét lon vé duge déng hoc ciia enalaprilat o tré em so voi 
nguii lon. Di ligu cho thay sy gia ting AUC (tinh theo ligu trén trong lugng co thé) theo tuoi. Tuy 
nhién, khéng co sir gia ting AUC khi tinh lidu theo dién tich be mat co the. O trang thai én dinh, thoi 
gian ban thai higu qua trung binh doi vor stich lay enalaprilatla 14 gio — - 
Phu nitcha con bi: © 5 phy nitsau khi sinh, vio thoi diem 4 ~ 6 gid sau khi udng ligu duy nhat 20 mg, 
nOng d¢ dinh trung binh cia enalapril trong sta la 1,7 pg/L (0,54 — 5,9 ug/L). Nong dé dinh trung binh 
cia enalaprilat la 1,7 pg/L (1,2 - 2,3 wg/L), dat duge tai cae thai diém khac nhau trong khodng thoi 
gian 24 gio. Sir dung dirliéu nong dé dinh trong sita, lueng thude ude tinh ma tré bu stra me la khoang 

0,16% liu tinh theo can nang ctia ngudi me. Nguoi me ding |0 mg/ngay trong 11 thang co ndng do 
inh ctia enalapril va enalaprilat trong sta trong (mg 1a 2 pe/Lsau 4 gid vi 0,75 yy/Lsau9 gid. Tong 
Juong enalapril va enalaprilat trong sita trong khodng théi gian 24 gid tuong img la 1,44 g/L va.0,63 

pg/L. Dit ligu trong 4 gio sau khi ung ligu duy nhat S mg 6 motngudi me va 10 mg 6 hai ngudi me: 
No6ng d6 enalaprilat trong sita khong thé phat hién duge (< 0,2 pg/L), nong dé enalapril khong duoc 

xae dinh. 

QuY CACH DONG GOI . 
Hop 03/05/10 vix 10 viénnén. Vi bam Al-Al. 
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