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Doc kj hudng din sie dung tricée khi dimg

THANH PHAN

DANG BAO CHE

M&i vién nén HYDENARIL c6 chira:

Thanh phan hogt chit:

Enalapril maleat.........cciiviniinmiinmisiassimissssisasasinssimmmmimnaisisnsssssssssassatsasssssress Smg
24051 [ 0 1112 AT R PR TS TR — 12,5 mg

Thanh phén td dugc: Cellulose vi tinh thé, natri bicarbonat, crospovidon, magnesi stearat.

Vién nén hinh tron, mau tring, hai mat phang tron.

CHI PINH

Piéu trj bénh tang huyét ap.

Phéi hop ¢b dinh liéu nay khong dugc chi dinh cho diéu tri khéi dau.

Khi sir dung HYDENARIL, cin cdn nhic dén thyc té 12 captopril, mot chét trc ché enzym chuyén
angiotensin khdc, da gy chimg mét bach cau hat, dic biét 1a & bénh nhan suy than hogc c6 bgnh mach
méu tao keo, va cac dir liéu hién c6 12 khéng da @& chimg minh rang enalapril khéng c6 riii ro tuong
fur. h

Khi cin nhéc sit dung ITYDENARIL, cn luu y ring bénh nhan bénh nhén da den ding thudc trc ché

enzym chuyén angiotensin di dugc béo cdo c6 ti 18 phit mach cao hon so véi cac chung toe khac.

LIEU DUNG, CACH DUNG

Li¢u diing

Enalapril va hydroclorothiazid 1a cac thude hidu qua trong diéu tri bénh ting huyét ap. Khoang lidu
thong thuonmg cua enalapril 1a 10 — 40 mg/ngdy, ding 1 lin hodic chia lam 2 lin/ngiy;
hydroclorothiazid ¢6 hidu qua & liéu tir 12,5 — 50 mg/ngay. Tac dung phu ciia enalapril néi chung la
hiém gip va r6 rang 1a doc lap véi lidu; tac dung phu ciia hydroclorothiazid [a mét th hop cua cac hién
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trong phu thude liéu (chu yéu 12 ha kali mau) va khéng phu thude lidu (vi du nhr viém tuy),
trong d6 tac dung phu thudc vio Lidu phd bién hon tic dung phu khéng phu thude lidu. Piéu
tri bing bat ky phdi hgp nio cia enalapril vi hydroclorothiazid s& din dén ci hai nhém tic
dung phu khong phy thudce liéu, nhing viéc bd sung enalapril trong cic thir nghiém 14m sing
d3 1am giam tinh trang ha kali mdu thudng thiy khi ding thudc 1oi tiéu. Pé giam thiéu cdc téc
dung phu khong phu thudce lidu, thudng chi nén bit diu phic dd phdi hop sau khi bénh nhin
khong dat duoce hidu qua diéu tri mong mudn véi don trj lidu.

Diéu chinh liéu theo hidu qud lam sang:

Bénh nhén cé huyét ap khong dwgce kiém sodt tdt voi ca enalapril hojic hydroclorothiazid don
tri lidu ¢6 thé dung dang két hop enalapril maleat/hydroclorothiazid. Viéc ting thém liéu
enalapril, hydroclorothiazid hodic ca hai phu thudc vao dép img 14m sang. Khong nén tiing lidu
hydroclorothiazid cho dén khi bénh nhdn di dung thuéc dwge 2 — 3 wan. Néi chung, bénh
nhin khong cin diing liéu virgt qud 20 mg enalapril hodic 50 mg hydroclorothiazid. Lidu hang
ngiy khéng diroc virot qué 4 vién nén HYDENARIL.

Li¢u phdp thay thé: Vién nén HYDENARIL c6 thé dugce ding dé thay thé cho hai ché phim
riéng biét cia enalapril v hydroclorothiazid véi mie lidu twong dwong.

Sit dung ¢ dbi twgng diic bigt

Bénh nhén suy than: Thiazid c6 thé khong phai 13 thude loi tiéu thich hop dé sir dung cho
bénh nhin suy than va khéng ¢6 tdc dung khi d¢ thanh thai creatinin < 30 ml/phiit (b¢nh nhéin
suy thdn vira v ning).

O nhitng bénh nhin c¢6 d9 thanh thai creatinin > 30 ml/phiit v < 8¢ ml/phit, HYDENARIL
chi nén duge sir dung sau khi d4 do liéu cho timg thanh phan riéng r8.

Nguoi cao tudi: Trong céc nghién ciru 14m sing, hidu qua va kha ning dung nap cia enalapril
maleat va hydroclorothiazid, khi dwoc ding dong thoi, 14 twong ty nhu nhau giita nhém bénh
nhén cao tudi va tré tudi.

Tré em: Suw an toan va hidu qua cia phbi hop enalapril maleat/hydroclorothiazid chwa dwoc
thiét 1ap & doi twgng tré em.

Cach dung

Diing durdng udng.

CHONG CHIi PINH
Bénh nhin man cam véi bat ki thanh phan nao ciia thudc va cac dan chat sulfonamid khac.
Bénh nhin ¢ tién sir phit mach do diéu tri véi thudc tc ché ACE; bénh nhan phii mach di

truyén hodic v6 ciin.

HYDENARIL - To huéng ddn sir dung 1
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Nguwdi mic chirng v6 niéu; ngudi bi hep ddng mach thin.
Phu nif 6 thai ¢ 3 thing giita hodc 3 thang cudi thai ky.
Bénh nhfn suy gan ning hodc suy thin ning (Clcy < 30 ml/phuit).
Phéi hgp véi cac thudc chira aliskiren & bénh nhan dai thio dudng hodc bénh nhén suy thin
(Cler < 60 ml/phiit/1,73m?).
Phéi hop v6i chét e ché neprilysin (vi du sacubitril) do ting nguy co phit mach. Khéng sir
dyng thudc nay trong vong 36 git khi chuyén doi tir hodc sang sacubitril/valsartan, mdt thuoc
chira chét itc ché neprilysin.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Enalapril maleat - Hydroclorothiazid

Hg huyét dp va mat can bing dién gidi

Ha huyét 4p c6 triéu chimg hiém khi xay ra & bénh nhén ting huyét ap khong phirc tap, nhirng
thudng xdy ra hon & nhitng bénh nhan bj gidm thé tich dich (vi du do sir dung thubc 1oi tidu,
ché db in kiéng mudi, tidu chay hodc nén 6i). Xét nghiém dién giai dd nén duoe thuc hién
thudng xuyén trong nhitng khoang thoi gian thich hgp & nhitng bénh nhan niy. Can chil ¥ dc
biét dén nhimg bénh nhén bi thiéu mu co tim holic bénh mach mau niio, ma ha huyét 4p qué
mirc c6 thé dan dén nhdi mau co tim hoic tai bién mach mau ndo. G bénh nhén ting huyét ap
bi suy tim, ¢6 hodc khdng cé kem theo suy thin, ha huyét ap ¢o triéu chirng di dugc quan sat
thay. Piéu nay rit d& xay ra & nhimg bénh nhén bi suy tim mic do ning hon (thé hién qua
viéc sir dung liéu cao thude 1gi tiéu quai), ha natri mau hofic suy chirc ning thin. G nhiing
bénh nhin nay, nén bit diu diéu tri dudi sy gidm sit y 1€ va bénh nhin phai duge theo di
chiit ch& bat cir khi ndo diéu chinh litu HYDENARIL va/hodc thudc 1oi tiéu. Céc cin nhéc
firong tir ¢o thé ip dung cho bénh nhéin thiéu méu co tim hodc bénh mach méu ndo, ma ha
huyét p qua mitc ¢ thé din dén nhdi mau co tim hoic tai bién mach méau ndo.

Néu xdy ra ha huyét ap, bénh nhan nén dwoc dat & ar thé nim nglra, va néu cin thiét, nén
truyén tinh mach nude mudi sinh 1¢. Phan @ng ha huyét dp thodng qua khong phai 1 chdng
chi dinh véi cdc lidu tiép theo, liéu tiép theo thudng duge ding mi khong giip tré ngai gi mot
khi huyét 4p ting 1&n sau khi ting thé tich mau.

G mot s& bénh nhén suy tim c6 huyét 4p binh thirdng hodc thip, cé thé lam giam thém huyét
dp toan than khi dung HYDENARIL. Tac dung nay dwoc dy dodn truede va thudng khong
phai 12 Iy do dé ngimg diéu tri. Néu ha huyét dp trd nén c6 triéu chimg, ¢6 thé cin giam liéu
vivhodc ngimg thude Ioi tiéu vavhoiic HYDENARIL.

HYDENARIL - To huéng ddn sir dung 2
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Suy giam chirc ndng thin

Suy than di dugc bdo cao ¢o lién quan dén enalapril, chii yéu & nhimg bénh nhin c¢6 kém
bénh suy tim niing hojic bénh thin tiém 4n (bao gdm ca hep dong mach thin). Nén dugc phét
hién sém va didu tri thich hgp, tinh trang suy thin c6 thé duge phuc hdi.

HYDENARIL khoéng nén dugc stt dung cho bénh nhédn suy thin (Clcr < 8¢ ml/phit va > 30
ml/phit) cho dén khi viée chinh liéu enalapril cho thiy sir cin thiét ctia liéu lwong ¢6 trong
cong thirc nay.

M@t s6 bénh nhin ting huyét 4p khéng c6é bénh thin o rang tir trwéc di xudt hidn tinh trang
ting urea va creatinin huyét thanh khi enalapril dugc sir dyng ddng thai véi thube lgi tiéu.
Néu diéu nay xay ra, nén ngimg diéu tri bing HYDENARIL. Tinh trang nay s& lam ting kha
niing xay ra hep ddng mach than tiém 4n.

Phong toa kép hé renin-angiotensin-aldosteron (RAAS)

C6 bang chimg cho thiy viéc sit dung phdi hop thubc fic ché ACE voi thude dbi khang thu thé
angiotensin IT hoic aliskiren 1Am ting nguy co cic tic dung ¢6 hai nhwr ha huyét 4p, ting kali
msu, suy giam chirc niing than (bao gdm ca suy than cip). Do d6 viée phong tda kép RAAS
bang céch sir dung phoi hop cdc thude k& trén 1a khong duge khuyén cho.

Trong trugng hop thit sy can thiét, viée phong toa kép RAAS chi nén dugc thye hién dudi sy
gidm sdt cua bac s chuyén khoa va phai theo dai chit ch&, thudng xuyén chirc ning than, chat
dién giai va huyét ap.

Céc thude trc ché ACE v thudce doi khéng thy thé angiotensin IT khéng duge ding két hop &
bénh nhén cé bénh thin do dai thido dudng.

Tdng kali mdu

Két hop enalapril v liéu thap thude 1oi tiéu khong thé loai trir kha ning xay ra ting kali méu
(Xem phfin Canh béo va thin trong khi ding thudc — Enalapril malear — Tang kali mdu).
Lithi

Phéi hop lithi vdi enalapril va thube loi tiéu thomg khoéng duoe khuyén cdo.

Natri

Thudc nay chira it hon 1 mmol (23 mg) natri trén mdi vién nén, do d6 c6 thé xem nhir khdng
cé natri.

Doi twong tré em

Tinh an toan v hiéu qué & tré em chira dugc thiét lap.

Enalapril maleat
Hep dong mach chii / Bénh phi dai co tim

HYDENARIL - To huéng ddn sir dung 3
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Giéng nhir tit ca cdc thude giin mach, thudc tc ché ACE nén dugc sir dung thén trong &
nhiing bénh nhan bi tic ngh&n van va duong ra that trdi, vi twénh st dung trong cac trudng
hop sde tim va tic nghén huyét dong ding ké.

Suy gidm chirc ndng thin

Suy than di dugc bdo cdo c6 lién quan dén enalapril, chit véu & nhitng bénh nhin c6 kem
bénh suy tim ning hofic bénh thin tiém 4n (bao g6m ca hep ddng mach than). Néu duoe phét
hién s¢m va diéu tri thich hep, tinh trang suy than c6 thé duge phuc hoi

Tdng huyét dp do bénh mach mdu thin

Tang nguy co ha huyét ap va suy than khi bénh nhén b1 hep dong mach than hai bén hodc hep
dong mach thin dén mot thin hoat dong don 1& dwoc diéu tri bing thudc &c ché ACE. Mat
chirc nzng than c6 thé xay ra chi véi nhitng thay ddi nhe cia creatinin huyét thanh. G nhitng
bénh nhén nay, nén bt dau diéu tri duéi sy gidm sat y 1& chit ch& vdi lidu thfip, chinh liéu cin
thdn va theo ddi chirc ning thin.

Bénh nhén tham phin mdu

Viéc sit dung enalapril khong dwgce chi dinh & nhitng bénh nhin can loc mdu do suy than. Céc
phan {ng kiéu phan vé di dugc bdo cdo & nhitng bénh nhin loc mau véi mang loc théng
lugng cao (vi dy AN 69) va dugc diéu tri dong thai véi thude e ché ACE. G nhimg bénh
nhin nady, nén cin nhic sir dung mdt loai mang thdm tdch khéc hofic mét nhém thude didu tri
ting huyét dp khic.

Ghép thin

Khéng c6 kinh nghiém v& viée sir dung enalapril & bénh nhan mdi duge ghép thin. Do d6,
diéu tri bang enalapril khéng dwoc khuyén khich.

Suy gan

Hiém khi, thudc trc ché ACE c6 lién quan dén mdt hoi chimg ma bat dau bang triéu chimg
vang da tic mat hodc viém gan, sau d6 tién trién thanh hoai tir gan tdi cip va dbi khi giy tir
vong. Co ché ciia hdi chimg nay vAn chwra dwoc hiéu 3. Bénh nhén dang str dung thube trc
ché ACE ma bi vang da hodic men gan ting cao 6 rét nén ngung thudc va duge theo doi y té
thich hop.

Gidm bach cdu hat trung tinh / Mt bach céu hat

Giam bach ciu hat trung tinh / Mat bach cau hat, gidm tiéu cAu va thiéu mau di duwoc ghi nhan
& nhitng bénh nhan sir dung thube itc ché ACE. G bénh nhén c6 chirc ning thin binh thuwdng
hoic khong ¢6 yéu t6 phite tap khdc, giam bach ciu trung tinh hiém khi xay ra. Enalapril nén
dugce sit dung cuc ky than trong ¢ bénh nhan c6 bénh mach mau tao keo, dang sit dung thube

irc ché mién dich, dang diéu tri véi allopurinol hofic procainamid, hojdc két hop cic yéu to
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phirc tap nay, dic biét 1a néu kem theo tinh trang suy thin. Mot s6 bénh nhin nay da bi nhiém
tring niing, ma trong mot vai trudng hop khong dap {ing voi diéu tri khang sinh tich cye. Néu
enalapril duge sir dung cho nhitng bénh nhin niy, nén theo déi dinh ky s6 lugng bach ciu va
huéng dan bénh nhén bio cdo bit ky ddu hiéu nhiém tring nao.

Tdng kali mdu

Tang kali mau dd duge quan sat thz“iy & mot sb bénh nhin dwoc didu tri bﬁng thubc trc ché
ACE, bao gém ca enalapril. Cédc yéu to ngny co bao gdm suy than, suy giam chirc ning than,
tudi tdc (> 70 tudi), dai thao dudng, cdc tinh trang lién quan, dic biét 12 mét nude, mit bl tim
cép, nhiém toan chuyén héa vi sir dung ddng thoi véi thube 1gi tiéu tiét kiém kali (nhw
spironolacton, eplerenon, triamteren, hodc amilorid), san phfim bd sung kali hoic mudi chira
kali; hojc nhitng bénh nhin dang ding c4c loai thudc khéc ¢6 1ién quan dén ting kali mau (vi
du: heparin, cdc thudc chira trimethoprim nhur cotrimoxazol). Viéc sir dung cic san pham bd
sung kali, thudc loi tidu tiét kiém kali, mubi chira kali, hodic cdc thube khac c6 thé 1am ting
kali mau, d3ic biét & nhitng bénh nhén bi suy gidm chirc ning thin c6 thé din dén ting déng ké
kali huyét thanh. Tang kali méu c¢6 thé gy ra rdi loan nhip tim nghiém trong, doi khi giy tir
vong. Néu viée sir dung ddng thei enalapril va bat k¥ thudc nio néu trén durgre cho 13 phit hop,
thi nén sir dung chiing mot cch thin trong va theo di thirdng xuyén kali huyér thanh.

Ha dwong huyét

Nhiing bénh nhan dai thio dudong dang dwge diéu tri biang thude udng chong dai thao duong
hoiic insulin khi bat dau sir dung thude trc ché ACE nén drge thong bao dé theo dai chit ché
tinh trang ha dwdng huyét, dic biét 13 trong thang dau tién diéu tri két hgp.

Qud man / Phit mach thin kinh

Phtt mach & mdt, tir chi, méi, ludi, thanh mén va/hodc thanh quan di dugc bdo cdo & nhimng
bénh nhén duge didu tri bang thudce e ché ACE, ké ca enalapril maleat. Piéu nay c6 thé xay
ra bét cir lic ndo trong qua trinh didu tri. Trong nhimg tredng hop nhu vy, nén ngimg ding
HYDENARIL ngay lap titc v tién hanh theo dai thich hop dé dam bao giai quyét hoan toin
cdc triéu chimg trde khi cho bénh nhén ra v&. Ngay ca trong nhitng tredng hop chi sung ludi
ma khong bi suy ho hép, bénh nhén 6 thé can theo doi kéo dai vi diéu tri bing thudc khang
histamin va corticosteroid c6 thé khdng du.

Céc trudng hop tir vong dd duoc béo cdo, di rat hiém, do phit mach lién quan dén phi thanh
quan hoic phit ludi. Nhitng bénh nhin c6 lién quan dén ludi, thanh moén hodc thanh quan ¢é
kha niing bi tic nghdn dudng thé, dic biét 13 nhilng ngwdi cé tién sir phau thuit dudng thé.
Trong nhitng treomg hop ndy, cdc bién phip didu tri thich hop, ¢6 thé bao gdm tiém duwdi da
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dung dich epinephrin 1:1000 (0,3 — 0,5 ml) v¥/hofdic cdc bién phdp bio dam dudng théd cho
bénh nhin, nén dugc thire hién nhanh chéng.

Bénh nhan da den dung thude rc ché ACE d4 duge béo cdo c6 ti 1& phit mach cao hon ngudi
da tring. Tuy nhién, nhin chung c6 vé nhir nguéri da den ¢6 nguy co bi phiv mach cao hon.
Bénh nhén c6 tién sir phit mach khong lién quan dén diéu trj bang thudc irc ché ACE van c6
thé ting nguy co phit mach khi diing thude tic ché ACE.

Bénh nhin dung dong thoi thude de ché ACE va thude e ché mTOR (vi dy: temsirolimus,
sirolimus, everolimus) c6 thé tang nguy co bi phtt mach.

Bénh nhén sit dung déng thdi thube e ché ACE va thube trc ché neprilysin (vi du sacubitril,
racecadotril) ¢6 thé ting nguy co bi phit mach (xem phan Tiong téc thudc). Chong chi dinh
phdi hgp enalapril véi sacubitril/valsartan do 1am ting nguy co phii mach. Sacubitril/valsartan
khéng dwoc bit diu cho dén 36 gier sau khi diing lidu cubi cling ciia enalapril. Néu ngirng diéu
tri bing sacubitril/valsartan, thi lidu phdp enalapril khéng duoc bit diu cho dén 36 gid sau
liéu cudi ciin g cua sacubitril/valsartan.

Phan ting kiéu phén vé khi gigi mén cém véi Hymenoptera

Hiém khi, bénh nhén diing thudc {rc ché ACE trong qud trinh giai min cam véi ndc doc
hymenoptera di gip phai nhimg phan {mg kiéu phan vé de doa tinh mang. Nhitng phan ing
ndy duoc tranh bing céch tam thoi ngimg diéu tri bing thude ite ché ACE trude mbi 14n giai
man cam.

Phan iing kiéu phdn vé khi loc téch LDL

Hiém khi, bénh nhan ding thudc {rc ché ACE khi loc tich lipoprotein ti trong thip (LDL-
apheresis) v6i dextran sulfat di gip phai nhimg phan img kiéu phan vé de doa tinh mang.
Nhitng phan g niy dwoc tranh bing cich tam thdi ngirng didu tri bang thude frc ché ACE
trwde mdi 1an loc tich.

Ho

Ho 12 tic dung phu phé bién nhét khi sir dung thude frc ché ACE véi céc dic trng 14 ho khan,
dai ding va bién mat khi ngung sit dung thude. Can hru ¥ trong chin doan phan biét giita ho
do str dyng thude trc ché ACE va ho thong thudng.

Phau thuit/Gay mé

O nhimg bénh nhén phai trai qua dai phiu thuit hojic dang trong qud trinh gay mé véi céc téc
nhin ¢6 thé 1am giam huyét 4p, enalapril c6 thé ngin chin sy hinh thAnh angiotensin I, do dé
anh hréng dén kha niing bu dip huyét dp théng qua hé renin-angiotensin. Néu ha huyét dp
x4y ra theo co ché ndy, tinh trang c6 thé dwoc khic phuc bing céch bu dich, 1am ting thé tich

tuan hoan.
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Phu nit co thai

Khong nén st dung thude e ché ACE trong thai ky. Trir khi viée tiép tyc diéu tri bing thude
irc ché ACE dugc coi 13 can thiét, bénh nhin dang ¢ ké hoach mang thai nén duge chuyén
sang thudc diéu tri ting huyét ap khic da duge chirng minh 13 an toan dé sir dung trong thai
ky. Khi dwoc chin dodn c6 thai, nén ngirng diéu trj bing thudc e ché ACE ngay 1ap titc v sir
dung liéu phép thay thé néu thich hop.

Sw khdc biét chung toc

Ciing nhw céc thube e ché ACE khéc, enalapril kém hiéu qua hon trong viéc ha huyét dp &
ngudi da den so véi cac chung tdc khéc, cé thé do ti 1& uu hanh cao cia tinh trang renin thép
& nhém dén s6 nay.

Hydroclorothiazid

Suy gidm chirc ndng thin

Thiazid khong phai 12 thudc loi tiéu thich hgp dé st dung cho bénh nhin suy thin va khéng c6
hiéu qua véi ngudi ¢o dd thanh thai creatinin < 30 ml/phiit (suy thin vira hofic niing).

Khong nén ding thudc nay cho bénh nhan suy than (Cler < 80 ml/phit) cho dén khi viée chinh
liéu cho timg thanh phén riéng 1& cho thay can diing mirc liéu c6 trong vién két hgp nay.

Bénh nhéin suy gan

Thiazid nén dugce sir dung thin trong cho nhitng bénh nhan bi suy giam chirc ning gan hoic
bénh gan tién trién, vi nhitng thay doi nhé cia cin bing nude va dién gidi ¢6 thé dan dén hon
mé gan.

Tdc dung trén chuyén héa va noi tidt

Piéu tri bing thiazid c6 thé 1am giam kha ning dung nap glucose. C6 thé cin diéu chinh lidu
lrong ctia thube chéng dai thio dudng, bao gdm ca insulin. Céc thiazid c¢6 thé 1am gidm ndng
d0 natri, magnesi va kali trong huyét thanh.

Tang ndng dd cholesterol va triglycerid ¢ thé lién quan dén lidu phép 1oi tiéu thiazid.

Thiazid c6 thé 1am giam bai tiét calci qua nmede tidu va 1am ting calci huyét thanh khéng lién
tyc va nhe néu khong ¢6 roi loan chuyén hoa calci dé biét. Ting calci huyét 13 rét c6 thé 1a
bing chitmg cua cudng tuyén cin gidp tiém 4n. Nén ngung thiazid trrde khi xét nghiém chire
niing tuyén cin gidp.

Piéu tri bing thiazid ¢6 thé dan dén ting acid uric mau va/hodc bénh git & mdt sé bénh nhén.
Téc dung 1Am ting acid uric mau dudng nhr phu thude vio lidu. Thém vao d6 enalapril ¢ thé
lam ting acid uric nidu, va do d6 cé thé Iam giam tdc dung ting acid uric man cia

hydroclororthiazid.
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Ciing nhir véi bt ky bénh nhin nio dang sir dung thudc 1oi tidu, viée xac dinh dinh ky cic
chét dién giai trong huyét thanh nén dwece thyc hién trong nhitng khoang thoi gian thich hep.
Thiazid (bao gdm hydroclorothiazid) c6 thé gdy mat cin bing nude hodc dién gidi (ha kali
mdu, ha natri méu, va nhiém kiém giam clo méu). Céac diu hiéu canh bdo cho sy mit cn bzing
nude hodc dién giai 13 khé miéng, khat mrdc, véu 6t, hén mé, budn ngi, bdn chdn, dau co
hodc chudt nit, moi co, ha huyét ap. thiéu niéu, nhip tim nhanh va rdi loan tiéu héa nhr budn
ndn va ndn.

Mic dii c6 thé xay ra ha kali méu khi sir dung thudc loi tiéu thiazid, diéu tri ddng thoi véi
enalapril c6 thé lam gidm tinh trang ha kali mau do thubce lgi tiéu. Nguy co ha kali mau cao
nhét ¢ bénh nhan xo gan, & bénh nhin bai niéu nhanh, & bénh nhin udng khong di cdc chat
dién giai vd & bénh nhin dang diéu tri ddng thdi véi corticosteroid hojic ACTH (xem phin
Tuong tdc thuiée).

Ha natri m4u c6 thé x4y ra & nhimg bénh nhin phit né khi trdi néng. Sw thiéu hut clorid néi
chung 13 nhe va thudng khong cin diéu tri.

Thiazid cho thay lam ting bai tiét magnesi trong nudc tieu, cé thé dan dén ha magnesi mau.
Xét nghiém kiém tra doping

Hydroclorothiazid chira trong thudc nay cé thé cho két qua phin tich dwong tinh trong xét
nghiém kiém tra doping.

Qud min

O nhimg bénh nhan ding thiazid, cdc phan img min cam c6 thé xay ra véi c6 hodc khong cé
tién str di img va hen phé quan. Pgt cip hodc kich hoat bénh lupus ban dé hé théng di dugc
bdo cdo khi sit dung thiazid.

Ung thi da khong u sdc t6

Ting nguy co ung thu da khéng u sic t& (NMSC) [ung thu biéu mé té bao day (BCC) va ung
the biéu mé té bio vay (SCC)] véi ting liéu leong tich iy cia tiép xdc véi hydroclorothiazid
di duoc quan sat thé‘iy trong hai nghién ciru dich t& hoc dwra trén Danish National Cancer
Registry. Cdc hoat dong nhay cam véi dnh sdng cila hydroclorothiazid ¢6 thé 1 co ché sinh
ciia NMSC.

Bénh nhén diing hydroclorothiazid nén dugc thong bdo vé nguy co mic NMSC va nén thirdng
kiém tra da ctia ho dé tim bit ky ton thwong méi ndo v bédo cdo kip thoi bat ky ton thuong da
dang ngd ndo. Céc bién phdp phong ngira kha thi nhur han ché tiép xic véi 4nh ning mit trdi
vatia UV, trong tnrong hop bi phoi nhiém, nén bao vé bénh nhin day di dé giam thiéu nguy
co ung thw da. Cac tén thuong da ding ngd can duoc kiém tra kip thoi, ¢6 kha ning bao gdm
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kiém tra mé hoc cua sinh thiét. Viéc sir dung hydroclorothiazid ciing c6 thé cin duge xem xét
lai & nhiing b&nh nhin d3 trai qua NMSC trudc do.

SU DUNG THUOC CHO PHY NU CO THAI VA CHO CON BU
Phuy ni¥ co thai
Thudc trc ché ACE
Khong khuyén cdo sir dung thudc wrc ché ACE trong 3 thang dAu thai ky. Thute tic ché ACE
bi chéng chi dinh trong 3 thdng giita va 3 thing cudi thai ky.
Céc bang chirmg dich 1€ hoc vé nguy co quai thai sau khi phoi nhiém véi thude trc ché ACE
trong 3 thang d4u thai ky van chua dua ra duge két luan, tuy nhién, khong thé loai trir mot sy
ting nhd vé nii ro. Trir khi viée tiép tuc diéu tri véi thudc e ché ACE dwoc danh gia 13 cin
thiét, bénh nhin dang c6 ké hoach mang thai nén duge chuyén sang thude diéu tri ting huyét
ap khac di duoc chirmg minh 13 an toan dé sir dung trong thai k.
Khi duoc chan dodn ¢o thai, nén ngirng diéu tri bing thudc e ché ACE ngay 1ap titc va sit
dung liéu phép thay thé néu thich hop.
Phoi nhiém véi thude e ché ACE trong tam ¢4 nguyét thir hai va thir ba di duge biét 13 giy
ddc tinh cho thai nhi (gidm chirc ning than, thiéu 6i, cham phat trién xuwong s¢) va doc tinh
cho tré so sinh (suy than, ha huyét 4p, ting kali mau) & ngudi. Thiéu bi & ngudi me, ¢6 18 I
dai dién cho viée giam chirc ning thin ciia thai nhi, d& xay ra va ¢6 thé dan dén co cing chén
tay, bién dang so nfio vi gidm san phdi.
Néu c6 tiép xiic vdi bat ky thude {rc ché ACE nio tir quy thir hai cta thai ky, nén tién hanh
siéu am kiém tra chirc niAng thin va hop so. Tré so sinh ¢6 me di dung thude rc ché ACE nén
droc theo d6i chiit ché dé biét tinh trang ha huyét dp.
Hydroclorothiazid
Khéng c6 nhiéu dit liéu vé sir dung hydroclorothiazid & phu nit mang thai, dac biét 1a ¢ 3
thang diu thai ky. Cdc dit liéu trén dong vét ciing khong diy di. Hydroclorothiazid qua dwoc
nhau thai. Dya trén co ché tic dung dugc ly cia hydroclorothiazid, viéc sit dung
hydroclorothiazid trong tam ¢4 nguyét thir hai va thir ba c¢6 thé [am ton hai dén aréi mau qua
nhau thai va c6 thé gy ra cdc tic dung d6i v6i thai nhi va tré s¢ sinh nlur chirng liét rudt, roi
loan cin bang dién giai va gidm tiéu cau.
Hydroclorothiazid khong nén dwoc str dung cho phit né thai ky, ting huyét 4p thai k¥ hoic
tién san gidt do nguy co giam thé tich huyét twong va giam trdi mau nhau thai, ma khong c6

tic dung ¢6 1¢i cho dién tién ciia bénh.
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Hydroclorothiazid khong nén duoe sir dung cho ting huyét 4p nguyén phét & phu nit ¢é thai,
ngoai trir mot s6 hiém trwong hop khong thé sir dung phuong phap diéu tri nio khéc.

Phy nit cho con bi

Enalapril

Dit liéu duge ddng hoc han ché cho thﬁy nf‘mg do rit thz’ip trong sita me¢. Mdac dit nf)ng dd nay
dudng nhir khong lién quan v& mat 1am sang, viée sir dung HYDENARIL trong thdi kv cho
con b khéng duge khuyén cdo cho tré sinh non va trong vai tuan dau tién sau khi sinh, vi
nguy co gia dinh vé tdc dung trén tim mach va thin, va do khong co di kinh nghiém 1am sang.
Trong trudng hop tré so sinh 1én hon, viéc sir dyng HYDENARIL cho nguoi me dang cho
con bii ¢6 thé dirge xem xét néu diéu tri nay 1a can thiét va tré dwoc theo ddi dé kip thoi phat
hién bt k¥ tic dung phu nao.

Hydroclorothiazid

Hydroclorothiazid duwoc bai tiét qua sira me véi mot lwgng nhd. Thiazid & lidu cao giy loi tiéu
dit dbi c6 thé irc ché san xudt sira. Vide st dung HYDENARIL trong thdi k¥ cho con bu

khong duge khuyén khich. Néu c6 sir dung, nén giir lidu cing thip cang tot.

ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Khi 14i tau xe hofic vin hanh mdy méc, bénh nhin can hm ¥ rfmg mét moi, chéng mit thinh

thoang ¢6 thé xay ra, do vay can than trong sir dyng thudc khi 14i xe, van hanh may méc.

TUONG TAC THUOC
Enalapril maleat - Hydroclorothiazid
Phong toa kép hé renin — angiotensin — aldosteron (RAAS)
Céc dir liéu thir nghiém 1dm sang cho thiy viéc phong toa kép hé renin — angiotensin —
aldosteron (RAAS) bing phdi hop thude itc ché ACE véi thude dbi khang thu thé angiotensin
11 hoic aliskiren 1im ting tin sut xay ra cdc phan fmg ¢6 hai nhr ha huyét dp, ting kali mdu
va gidm chitc niing thin (bao gdm ca suy thin cAp) so véi khi chi ding mot loai thude.
Cdc thuc diéu tri tdng huyét dp khic
Str dung dong thoi cic thube nay cé thé lam ting tac dung ha huyét 4p ciia enalapril va
hydroclorothiazid.
St dung df“)ng th&i voéi nitroglycerin va cdc nitrat khic, hodc céc thude gidn mach khic, cé thé
1am giam huyét ap hon nita.
Lithi
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St gia ting c6 thé dao nguoc duoe vé ndng dd lithi huyét thanh va doc tinh di duoc bdo cdo
khi dung dong thoi lithi voi thude e ché ACE. Sir dung dong thoi véi thude 1gi tidu thiazid
c6 thé 1am ting thém ndng dd lithi va ting thém nguy co ngd doc lithi véi thude re ché ACE.
Khéng khuyén cdo sir dung HYDENARIL véi lithi, nhurng néu sy két hgp dwge chirng minh
12 can thiét, nén theo ddi cin than ndng do lithi trong huyét thanh.

Thubc khang viém khong steroid (NSAID), bao gdm thudc tec ché chon loc COX-2

Thude khang viém khong steroid (NSAID), bao gém cdc chat e ché chon loc
cyclooxygenase-2 (chit trc ché COX-2) ¢6 thé 1am gidm tdc dung ciia céc thude loi tiéu va
thude diéu tri ting huyét dp khac. Viée sir dung dong thdi NSAID (bao gdm chét {rc ché
COX-2) voi thudc doi khang thy thé angiotensin II hoiic thude e ché ACE ¢6 téc dung cong
hop trong viéc 1am ting kali huyét thanh va 6 thé din dén suy giam chirc ning thin. Nhiing
tdc dung ndy thiréng cé thé dao nguge. Dt hiém nhirng suy than cip c6 thé xay ra, ddc biét &
nhitng bénh nhén bi tdn thuong chitc ning thin (nhw ngwedi giz hodc bénh nhén suy gidm thé
tich, bao gdm nhitng ngudi dang sir dung thude 1oi tiéu). Do do, s két hop cdc thude nay nén
dugc sit dung thin trong & nhitng bénh nhin ¢6 chirc ning thin bj ton thwong.

Enalapril maleat

Thuéc loi tiéu tiét kiém kali, san ph.d:m bo sung kali, hodc cdc thuée khdc cé thé lam tang kali
mdu

Thutc e ché ACE 1am giam sy mat kali do thude 1¢i tiéu. Thuoe loi tiéu tiét kiém kali (vi dy:
spironolacton, eplerenon, triamteren hojc amilorid), sin phim bd sung kali, chat thay thé
mudi c6 chira kali hodic céc thudc khéc cé thé lam ting kali huyér thanh (vi du: heparin, cic
thude chira trimethoprim nhir cotrimoxazol) c6 thé lam ting ding ké kali huyét thanh. Néu
viée st dung dong thoi enalapril va bat k¥ thudc ndo néu trén duoc cho 12 thich hop. thi ching
nén dugc sit dung mot cich than trong va theo doi thudng xuyén kali huyét thanh.

Thudc lgi tiéu (thiazid va loi tiéu quai)

Bénh nhin di didu tri treée dé véi lidu cao thube loi tidu c6 thé din dén giam thé tich tuin
hoan va nguy co ha huyét dp khi bt dau didu trj véi enalapril. C6 thé giam rili ro bang céch
ngung ding thudc 1oi tiéu hoiic ting lugng mudi ding trude khi bit dau diéu tri.

Thudc chong tram cam ba vong / Thuéce chong loan than / Thudc giy mé

St dung dong thdi thude itc ché ACE véi mot sb thude gy mé, thudc chéng trim cim ba
vong, thude chén £ loan thin c6 thé 1am giam thém huyét ap.

Vang
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Phan irng nitritoid (cAc triéu chimg bao gdm dé bimg mit, ndn, budn ndén va ha huyét 4p) di
dugc bdo cio voi tin suat hiém gip & nhitng bénh nhan sit dyng ché phim chira vang dang
tiém (aurothiomalat natri) ddng théi véi thudc irc ché ACE, bao gdm enalapril.

Thudc tec ché mTOR (mammalian target of rapamycin)

Bénh nhin phf()i hop diéu tri thude ttc ché ACE véi thube ttc ché mTOR (nhu temsirolimus,
sirolimus, everolimus) c6 thé 1am ting nguy co giy phi.

Thudc trc ché neprilysin

Bénh nhin dung déng thdi thudc iic ché ACE va thubc e ché neprilysin (nhur sacubitril,
racecadotril) c6 thé ting nguy co phii mach. Chong chi dinh sir dung dong thai enalapril véi
sacubitril/valsartan, vi viéc (rc ché dong thoi neprilysin vi ACE ¢6 thé lam ting nguy co phil
mach.

Sacubitril/valsartan khdng dirge bat dan cho dén 36 giy sau khi diing liéu cubi cing ciia
enalapril. Néu ngirng diéu trj bang sacubitril/valsartan, thi liéu phdp enalapril khong dugc bit
du cho dén 36 gidy sau liéu cudi ciing ciia sacubitril/valsartan.

Thudc cieong giao com

Céc thubc cudng giao cam c6 thé 1am giam tic dung chong ting huyét 4p cia céc thude e
ché ACE.

Ruou

Rugu 1am ting tac dung ha huyét dp cia cdc thude e ché ACE.

Thudc chong déi thdo dudng

Céc nghién ciru dich t& hoc d4 goi ¥ ring viéc dung dong thoi thude irc ché ACE va thude tri
dai thdo dudng (insulin va thudc udng ha dudng huyét) cé thé giy ting tic dung 1Am gidm
dudng huyét véi nguy co ha dudng huyét. Hién twong ndy dudng nhu ¢6 nhiéu kha ning xay
ra trong nhitng tuan dau diéu tri két hop va & bénh nhén suy than.

Acid acervisalicylic, thudc lam tan huyét khoi va thude chen beta

Enalapril ¢6 thé duoe sir dung dong thdi mdt cach an toan véi acid acetylsalicylic (& lidu diéu
tri tim mach), thude lam tan huyét khéi va thude chen beta.

Hydroclorothiazid

Thudc gidn co khéng khik ciee

Thiazid ¢6 thé 1am ting dip img véi cdc thudc gidn co tubocurarin.

Ruow, barbiturat hodc thudc giam dau opioid

Ting nguy co ha huyét dp thé dirng.

Thudc chong déi thdo dwong (thude udng va insulin)

C6 thé cin phai diéu chinh liéu thubc chdng dai thao durdng.
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Nhira cholestyramin va colestipol

Su hdp thu ciia hydroclorothiazid bi anh huéng boi sy hién dién cia nhya trao doi anion. Liéu
don ciia cholestyramin hoiic colestipol giin v6i hydrochlorothiazid va 1am giam sy hip thu qua
duong tiu hoa twong img 1én dén 85% va 43%.

Cdc thudc lam ting khodng QT (nhuwr quinidin, procainamid, amiodaron, sotalol)

Tang nguy co giy xodn dinh.

Glycosid tim

Téc dung ha kali mau cua thiazid ¢6 thé 1am ting doc tinh cua digitalis dbi v6i tim (nhwr ting
kich thich tAm that tréi).

Corticosteroid, ACTH

Tang cudng sy suy giam chat dién giai, dic biét 12 ha kali mau.

Thuée loi tiéu bai kali (nhw furosemid), carbenoxolon, hodic lam dung chdt nhuén tran g
Hydroclorothiazid c¢6 thé 1am ting sw mét kali vi/hoiic magnesi.

Cdc amin vdan mach (nhur noradrenalin)

Téc dung cua cdc amin van mach cé thé b1 giam.

Thudc kim té bao (nhw cyclophosphamid, methotrexat)

Thiazid ¢6 thé lam giam sy bai tiét qua thin clia cdc thude dc t& bao va 1am ting tac dung trc
ché tay cua chiing.

Déi tiong tré em

Céc nghién ctru twong tac thude chi méi duge thyre hién & nguoi 16n.

TAC DUNG KHONG MONG MUON CUA THUOC

Enalapril/hydroclorothiazid thudng dé dung nap. Trong cdc nghién ctru 1am sang, cdc tdc
dung phu thuong gip nhat 1a ho va dau dau. Cdc tic dung nay thuong nhe, thodng qua va
khong yéu ciu phai dirng phac db trong hiu hét cic truong hop.

Bang sau day liét k& tit ca cdc tic dung khéng mong mubn di duoc bdo cdo v6i tirng don chat
hoic phoi hgp enalapril/hydroclorothiazid, trong ca nghién ciru 1am sang lan bdo cdo sau khi
thude ra thi trudng.

TAn suit dugc phén loai nhu sau: Rat thudng gip (> 1/10), thuong gip (> 1/100 dén < 1/10),
it gidp (= 1/1000 dén < 1/100), hiém gip (> 1/10.000 dén < 1/1.000), rat hiém giip (< 1/10.000),

chira 18 (khong thé wde tinh tir dit lidu 6 sin).

Hé co quan | Tan suat Tic dung khong mong mudn

Cic khoi u | Chua 1o Ung thur da khong u sic t0 (ung thu bicu mé t¢ bao ddy va
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lanh tinh, dc

tinh va khong

ung thir biéu mé té bao vay)

x4c dinh (bao
gdbm ca u
nang va
polyp)
i o Thiéu m4u (trong d6 cé thiéu méu bat san va thiéu méu tan
t gdp
mdu)
Mdu va hé Giam bach ciu trung tinh, gidm huyét sic t6, giam dung tich
bach huyét i 5 hf)ng cau, giam tiéu ciu, mit bach ciu hat, tc ché tay
iém gi ) ] ]
s4p xuong, giam bach cAu, giam ba dong té bio, vidém hach bach
huyét, bénh ty mién
i Hbi chirtng tiét hormon khéng bai niéu (ADH) khéng thich
Nai tiét Chira 16
hgp
Ha kali mdu, tAng cholesterol, ting triglycerid, tAng acid
Thuong gap .
. uric huyet
Chuyén héa , , -
It gdp Ha dudng huyét, ha magnesi huyét, gt
va dinh ,< .
3 Hiém gip Tang ghicose huyét
dudng i .
Rat hi€m ) .
. Téng calci huy¢et
gap
Thuong gip | Pau dau, tram cam, ngat, thay doi vi gidc
Rbi loan tAm fr o L1 14n, budn ngu, méit ngu, lo lc’ing, di cadm, chéng mit, giam
t gap -
than va than ham mudn tinh dye
kinh ) Giic mo bat thudng, roi loan giac ngn, liét nhe (do ha kali
Hiem gip
mau}
, Rat thudng
Mait 3 Nhin m¢
gap
Tai va mé nhi | It gip U tai
Rit thudng
5 Choang ving
o gap
Tim va mach , , . _ ,
‘ Ha huyét 4p, ha huyét 4p the dirng, loan nhip, dau that ngue,
mau Thudng gip o
nhip tim nhanh
It gip D6 bimg, danh tréng ngye, nhdi mau co tim hay tai bién
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mach mdu ndio ", ¢6 thé do ha huyét 4p qud mic & bénh

nhin ¢6 nguy co cao
Hiém gip Hién tuong Raynaud
Rat thudng
. Ho
£ap
Thuong gidp | Kho the
. , Chay miii, dau hong va khan giong, hen suyén/co thit phé
Hé hap It gap
quan
Tham nhiém phdi, suy hé hdp (bao gom viém phoi vi phi
Hiém gip phdi), viém miii, viém phé nang/viém phdi ting bach ciu i
toan
Rit thudng N
Budn nén
glp
Thudng gdp | Tiéu chdy, dau bung
o ] Tic rudt, viém tuy, nén oi, kho tiéu, tdo bon, chan in, kich
Hé tiéu hoa It gdp 2 .
img da day, kho miéng, loét da day, day hoi
Hiémgip | Viém loét miéng, viém ludi
RAt hiém
5 Phit mach rudt
£ap
Suy gan, hoai tir gan (cé thé gy tit vong), viém gan (bao
Gan mét Hiém gip gom ca viém té bio gan va & mar), vang da, viém tdi mat
(dic bi¢t & bénh nhin c6 s6i dudng mét tir trde)
| Phat ban, phd mach than kinh: mjt, tir chi, méi, ludi, ndp
Thudng gip . )
thanh mén, thanh quan
It gdp Todt md hoi, ngira, may day, rung téc
Hong ban da dang, hdi chimg Stevens — Johnson, d6 da toan
.. . |Hiémgip |than, hoai tir thuong bi nhidm ddc, ban xuat huyét,
Da va dudi
q pemphigus, bénh lupus ban dé ¢ da
a
Mot tinh trang phirc tap gdm mdt s6 holic tit ca céc tridu
chirng sau: sb6t, viém thanh mac, viém mach mau, dau
Chua 16 cofviém co, dau khép/viém khép, xét nghiém khang thé

khang nhén drong tinh, ting tdc dé 1ing mau, ting bach ciu
Al toan, ting bach ciu.
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Phit ban, nhay cam voi dnh sdng va cdc biéu hién ngodi da
khic c6 thé xdy ra
Co, xuong, | Thuong gip | Chudt rit T
khép It gip Pau khép ~
Than va tér | It gip Giam chirc ning thin, suy thin, protein niéu
niéu Hiém gip | Thiéu niéu, viém thin k&
Hé sinh duc . g,ap Bat e
Hiém gip Vi to & nam gidi
Roi loan | Rat  thudong
Suy nhrge
chung va tai | gap
noi dung | Thudng gdp | Pau ngure, mét moi
thudc It gip Khé chiu, sot
Thuong gip | Tang kali mau, ting creatinin huyét thanh
Xét nghiém | It gdp Tang ure huyét, ha natri huyét
Hiém gip | Ting men gan, ting bilirubin huyét thanh

* Ti 1& mic 13 twong duwong nhau giita nhém gia dwrgc va nhém chirng dwong trong cac thir
nghiém ldm sang.

** Chi quan sét thiy véi liéu hydroclorothiazid 12,5mg va 25mg

T Tan suat chudt nit 1a “Thuong gip” véi lidu hydroclorothiazid 12,5 mg va 25 mg, trong khi
1a “It gip” voi liéu 6 mg hydroclorothiazid.

QUA LIEU VA XU TRI

Khéng c6 théng tin cy thé vé diéu tri qud lidu véi enalapril/hydroclorothiazid. iéu tri triéu
chimg va hd trg. Nén ngimg sir dung enalapril/hydroclorothiazid va theo di bénh nhén chit
ch&. Céc bién phap dugc dé xuit bao gdm: giy nén, cho ubng than hoat, thudc nhuin tring
néu méi udng phai liéu ngd ddc, va diéu chinh tinh trang mét nude, mét cin bing dién gial, va
ha huyét 4p bang cac quy trinh di duge thiét Lap.

Enalapril Maleat

Thong tin v& qud lidu enalapril & ngudi con han ché. Dic didm ndi bat ciia qud 1iéu 12 ha huyét
dp ndng, xdy ra sau khoang 6 gio sau khi sir dyng qué lidu, cling v&i e ché hé renin —
angiotensin v3 hén mé. Mot so triéu chimg khac c6 lién quan nhir séc tudn hoan, roi loan dién

gidi, suy than, ting théng khi, nhip tim nhanh, danh tréng ngyc, nhip tim chim, chodng véng,
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lo du va ho. Sau khi ubng 300 mg hodic 440 mg enalapril maleat, ndng d6 enalaprilat thu dirac
trong mau cao hon tir 100 dén 200 lan so véi mirc thudng thay trong khodng liéu diéu tri.

Diéu tri qu lidu duge khuyén céo 13 truyén tinh mach dung dich mréc mudi sinh 19. Néu xay
1a ha huyét ap, bénh nhin nén dugc dit & tu thé sbc. Néu cé thé, cin nhic truyén tinh mach
angiotensin II va/hodc tiém tinh mach catecholamin. Néu méi uémg phai liéu ngd ddc, co thé
dp dung céc bién phdp gy ndn, rita da diy, sit dung chit hip phu va natri sulfat dé loai bd
enalapril maleat. Enalaprilat ¢6 thé bi loai bo khoi tudn hoan chung bing thim tich mau. Mdy
tao nhip tim duge chi dinh trong tredng hop nhip tim cham khong dap tng v6i thude.

Céc diu hidu sinh ton, némg d6 dién giai va creatinin huyét thanh can dugc theo dai lién tc.
Hydroclorothiazid

DAu hiéu vA triéu chimg thirdng gip nhit 13 thidu hyt cdc chat dién giai (ha kali huyét, ha clo
huyét, ha natri huyét) va mat mrée do loi tidu qué mifc. Néu bénh nhan c6 sir dung digitalis,

ha kali méu c6 thé 1am ting loan nhip tim.

DUQC LUC HQC
Nhém duge 1y: Enalapril va thude Igi tiéu.
Ma ATC: C09 BAO2.
Enalapril maleat
Enalapril 13 mdt chét thudc nhém thude 1rc ché enzym chuyéu angiotensin, ¢é tic dung nh¢
enalaprilat 12 ch4t chuyén héa cila enalapril sau khi udng. Enzym chuyén angiotensin (ACE)
la mdt peptidyl dipeptidase déng vai tré xiic tic qua trinh chuyén angiotensin I thanh
angiotensin II, 1a chit ¢6 téc dung gy co mach va kich thich v6 thugng thin tiét aldosteron.
Viée tre ché ACE 1am gidm angiotensin I trong huyét tuong, din dén ha huyét dp va giam tiét
aldosteron. Miic di sy giam aldosteron 13 khong nhiéu, nhung né van giy ting nhe ndng do
kali huyét thanh. Néng d6 angiotensin II gidm lam ting hoat tinh renin trong huyét twong, tir
d6 1am ting ndng d6 angiotensin I va din din phuc hdi mic ndng do angiotensin II trong
huyét twong nhy trudce khi diéu tri thong qua con dwdng khéng sit dung ACE.
Miic di tdc dung ha huyét 4p cia enalapril duge cho 12 do viée e ché hé renin-angiotensin,
nhung enalapril vAn c6é thé 1am gidm huyét 4p & ngudi c6 mirc renin thip (nguoi da den c6
mitc renin thp it hiéu qua hon).
ACE ciing 14 mét kininase, c6 tic dung gidng hdéa chit gifin mach bradykinin. Do d6 ttc ché
ACE c¢6 thé gy tich lily bradykinin trong huyét tvong hoiic mé, giy giin mach. Tuy vay, vai

trd ctia co ché ndy trong hiu qua diéu tri ciia enalapril van can tiép e 1am 15.
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Hydroclorothiazid
Hydroclorothiazid 13 mdt thudc loi tiéu nhém thiazid, ¢6 tic dung lam ting bai tiét natri clorid
va kéo theo mrde do co ché {rc ché tdi hap thu c4c ion natri va clorid & ong lugm xa. Sy bai tiét
céc chit dién gidi khic ciing ting, diic biét 12 kali va magnesi, con calci thi giam. Céc thiazid
¢6 tic dung lgi tiéu mirc dd vira phai, vi khoang 90% ion natri di dwoc tdi hﬁp thu trwede khi
dén 5ng hron xa la vi tri cha yéu thude c6 tac dung.
Téc dung ha huyét ap cia hydroclorothiazid thé hién chdm sau 1 — 2 wan, trong khi tac dung
loi tiéu x4y ra nhanh, c6 thé thdy ngay sau vii gio. Hydroclorothiazid 1am ting tic dung cua
céc thude ha huyét 4p khéc.
Enalapril maleat — hydroclorothiazid
Hai thanh phan enalapril va hydroclorothiazid ¢6 co ché bd sung 1an nhau vi tao tic dung ha
huyét 4p theo kiéu hiép dong. Viéc phdi hop enalapril v&i hydroclorothiazid khéng hodc it
anh huedng dén sinh kha dung ciia mdi thude. Str dung dang ché phiam phdi hop cho tic dung
trong dwong véi viée sir dung hai ché phAm riéng r& ctia mdi thanh phin.

DUQC DONG HQC
Enalapril maleat
Haép thu
Khoang 60% liéu udng enalapril dugc hip thu nhanh sau khi udng vi khong bi anh hudng béi
sw ¢6 mat cia thirc 4n trong dudng tiéu héa. Nong do dinh trong huyét thanh dat dwge trong
vong khodng 1 gio.
Sau khi udng, enalapril qua chuyén héa budc dau tai gan, bi thity phan thanh enalaprilat. Di
¢6 kha ning irc ché ACE manh hon nhiéu so v&i enalapril, nhung enalaprilat lai kém hép thu
qua dudng tidu héa véi sinh kha dung chi khoang 3 — 12%. Nong d dinh cua enalaprilat
trong huyét thanh dat duge trong vong 3 — 4 gid va ting ti 18 véi liéu udng enalapril tlr 2,5 —
40 mg. O nhitng ngudi ¢6 chirc ning thin binh thuong, ndng d6 enalaprilat trong huyét thanh
dat duoe trang thai &n dinh vao ngay thit tir khi dung lidu 13p lai enalapril maleat.
Téc dung ha huyét ap dat duge trong vong 1 gi¢r vi t0i da trong 4 — 8 gid. Tdc dung cla thude
thong thiong kéo dai iy 12 — 24 gid nhwng c6 thé giam vé phia cudi.
Phén bo
Khoang 50 — 60% enalaprilat gin vao protein huyét tuong. Mot heong nhé gin véi ACE, didu
nay gidi thich cho thdi gian dao thai cudi cung ciia thude kéo dai. Luong thudc gin véi ACE
khong ting 1én theo liéu cho thay vi tri gin két di bdo hoa.
Céc nghién ciru trén ddng vat cho thiy enalapril qua duoc hang rio mdu ndo rat kém, hojic

khong qua. Enalaprilat khéng vao duge nfo. Thudc khdng tich lity & bt cit md ndo sau khi
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ding nhiéu lidu & dbéng vt Thubc qua dugc nhau thai; enalapril va enalaprilat vao duroc stra
me véi lugng rit it.

Chuyén hoa

Ngoai trir viéc chuyén hoa thanh enalaprilat, chira ¢ bang chimg cho bit ki dang chuyén héa
nao khac cua enalapril.

Thai trir

Enalapril duge thai trir chit yéu & than dudi dang enalaprilat (chiém khoang 40% liéu) va dang
khong chuyén héa, phin con lai cua thude dwoc dio thai theo phin. Thoi gian ban thdi cia
enalaprilat sau khi udng liu 13p lai 1a 11 gid.

Hydroclorothiazid

Hap thu

Hydroclorothiazid dirge hip thu nhanh sau khi uéng. Sinh kha dung tuyét dbi cuia thudc dat
khodng 65 - 75% liéu stt dung, tuy nhién ti 18 niy c6 thé gidm & nguoi suy tim. Thitc dn co thé
lam giam hflp thu cua thude.

Phén bé

Hydroclorothiazid tich lity trong hong cau. 40 — 68% thudc gén két vdi protein huyét nrong.
Hydroclorothiazid qua dugc hing rio nhau thai, phin bd va dat ndng d6 cao trong thai nhi,
nhirng khéng qua duoe hang rdo mau nio.

Chutyén héa & Thai triv

Khi theo dai ndng dd thudc trong huyét trong it nhat 24 gidr 1ién tye, thdi gian ban thai trong
huyét tirong di durge quan sét thiy thay ddi tir 5,6 — 14,8 gio. Hydroclorothiazid khéng bi
chuyén hoa nhung duoc thai trir nhanh chéng qua than. Tt nhat 61% lidu udng duge thai trr
dudi dang khong ddi trong vong 24 gio.

Dwgc dong hoc trén ddi twong dic bidt

Bénh nhan suy thdn

Enalaprilat ¢é thé dwoc loai b khéi tudn hoan chung bﬁng thim phin mau.

Phu nit cho con bii

Sau khi ding lidu udng duy nhét 20 mg & nim phy nit sau sinh, ndng do dinh trung binh cta
enalapril trong sira 13 1,7 pg/L (khoang: 0,54 — 5,9 pg/L) vio 4 — 6 gi&y sau khi udng. Nong do
dinh trung binh cua enalaprilat 13 1,7 pg/L (khoang: 1,2 — 2,3 pg/L); dinh dat dwoc tai nhiéu
thoi diém khéc nhau trong khoang thoi gian 24 gidy. Str dung ndng dé dinh do duoc trong sita,
lwgng thu nap t6i da udc tinh dugc
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ngudi me.

Mot phy nir d& ding enalapril 10 mg dwong ubng mdi ngay trong 11 thang c¢6 ndng do dinh cia
enalapril trong sita la 2 pug/L sau khi udng 4 gir va ndng do dinh cia enalaprilat 1a 0,75 pg/L sau khi
udng 9 gidr. Tong lugng enalapril va enalaprilat do dugc trong sita trong khoang thai gian 24 gidr tuong
mg 12 1,44 pe/L va 0,63 pg/L. Nong d6 enlaprilat trong sira la khong thé phét hién (< 0,2 pg/L) 4 gi&r
sau khi ding 1 lidu don enalapril 5Smg & mot ba me va 10 mg & hai ba me; muirc enalapril d& khong

dugce xac dinh.
QUY CACH PONG GOI

Vi bam nhdm — nhém. Hop 3 vi hodc 5 vi hodc 6 vi hodic 10 vi x 10 vién kém theo tor huéng dan sir
dung.
Chai nhua HDPE. Chai 50 vién hoéc 60 vién hodc 100 vién kém theo to huéng din sir dung.
 PIEUKIEN BAO QUAN
Noi khé, nhiét &6 dusi 30°C, tranh nh sang.
HAN DUNG
36 thang ké tir ngdy san xuAt.
TIEU CHUAN CHAT LUQNG
Tiéu chuén co sé.
TEN, BIA CHI CUA CG SO SAN XUAT THUOC
CONG TY CO PHAN DUGQC PHUC VINH.
Dia chi: L6 CN4-6.2 KCN Thach Thit — Quéc Oai, xi Phing X4 huyén Thach Thét,
.- Tp. Ha Noi.
Dién thoai: 024 3559 6583

NGAY XEM XET SUA PO, CAP NHAT NOI DUNG HUONG DAN SU DUNG THUOC
Ha Néi, ngay 24 thdng 04 ndm 2021
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