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HUGNG DAN SUDUNG
Tén thude: ™ HADULAR 12.5
Boc kit hudmyg ddn sie dyung trinde khi dimg. Dé xa tdm tay tré em,

Thudie nay ehi dimg theo don thube
I. Thinh phiin cing thire thude
Thanh phin hogt chit Him luyng
Enalapril malcate 10 mg
Hydrochlorothiazide 12.5 my

Thinh phin td diepe: Natri hydrocarbonat, Lactose monohydrate,
Microcrystalling cellulose, Tinh bit ngd, Povidone K30, Crosspovidone, | Vim di | vién
Magnesium stearat.

2. Dgng bio chi: Vién nén trdn, mau tring, vj ding.
3. Chi dinh

Bidu trj tang huyét dp.

4. Cich ding, litu ding

4.1, Liéu diimg

Newert lém:

Litu ding théng thwimg: 1 vién/lin/nghy. Trong tnaimg hop cin thiét, c6 thé ting lidu 1én 2
vién/lin/ngiy.

Khuyén céio khong ding qué 2 vién mdi ngiy. Néu khong dat higu qua diéu tr mong mubn,
nén kit hop voi thube khdc hoge thay déi phwong phép didu tri.

Bénh nhdn 48 sir dyumg thude lod Héw:

Tinh trang tut huyét &p c6 thé xdy ra sau lidu diu tién cda thude; djc biét & nhimg bénh nhin
bi mét cdn biing dign gidi vivhode mudi do diéy i lgi tiéu tnnde d6,

Nén ngimg didu trj biing thube lgi tifu 2 dén 3 ngdy tnrde khi bit diu didu trj bing Hadulab
12.5,

Liéu ding tromg suy thin

Thude lgi tidu thinzide e thé khing phi hop voi bénh nhin suy gidm chire nfing thin, khing
¢ iy qua diéu tri cho bénh nhn cé 45 thanh thii creatinin < 30 ml/phit (bao gém bénh nhin
suy thiin virm vi ning).

() shimg bénh nhin e6 46 thanh thii creatinin tir 30 miphit dén 80 mi/phit, nén bit diu dicu
trj vesi Jitu huomg thich hop cia timg hoat chit.

Liéu ding o binh nhén cao tudi
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Trong céc nghién ciru [im sing, hi¢u qui va kha ning dung nap cia enalapril maleate vi
hydrochlorothiazide khi ditng ding théri tuemg ty nhau & ca bénh nhén ting huyét dp ré whi
vii 1ém tudi,
Tré em
Tinh an todn vé hiéu qua cia thube & tré em chia duoe xéc dinh.
Thixi gian ditu trj v&i thubc khong pisi han.
4.2, Cach dang
Ennimg nﬂmg.
Thutmg chi sit dung khi diéu tri dom tri lidu khéng dat duge két qua nhr mong mudn.,
5. Ching chi djnh
Min cam vidi bit ki thanh phin nio cilia thude
Phiy mach do diéu trj trrde do H'lng thuiie tre ché men chuyén angiotensin (ACE),
Phit mach di truyén hogic ty phét.
Qud miin véri thude sulfonamid.
Vi nidu.
Suy thin ning (4§ thanh thai creatinin dudi 30 mi‘phit).
Hep ding mach thin.
Tin thuomg gan nghidm trong.
3 thing gitta v 3 thing cubi cia thai ky
Chédng chi dinh sir dung déng thii véi chic sén phiim co chim aliskiren & nhing bénh nhin bi
déi thio dutmg hode suy thin (the dd loc ciu thin < 60 ml/phay'1,73 m?)
Sir dung déng thiri v sacubitril/valsartan, Khéng sir dung thude trong véing 36 gits san khi
diing liéu sacubitril'valsanan cudi cing.
6. Cinh bdo vi thin trong khi ding thudbe
6.1. Enalapril maleat va hydrochlorothiazide
miit cdn biing dién gidi
Tuong ty phwomg phdp didu trj tang huyét dp khac, thude e thé giy ra tde dung phy & mir sh
bénh nhin. Bénh nhin cé thé xuit hign bidu hign et huydt dp. Tinh trang nay hifm khi xay ra
¢ nhimg bénh nhén ting huyét dp khong bién chimg, nhimg thutmg gip hon 6 nhimg bénh
nhén mét cén bng dich hojic dién gidl (vi dyu nhr gidm thé tich, ha natri miu, hy magie miy
hodc ha kali mau), ¢o thé xay ra sau khi ding thude loi tiéu, han ché mubi trong ché 46 in,
chyy thiin nhiin tgo hode & nhimg bénh nhin bj tiéu chay hodie ndn i phat. O nhimg bénh nhin
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nhir vily, nbng 86 chét dién gidi trong huyét thanh ¢dn durge theo dai & nhimg khoang thin gian
thich hop,

Clin theo ddi chit ché nhimg bénh nhiin mic bénh tim thifu miu epe b holic bénh mach miu
ndo, vi huyét 4p gidm manh c6 thé giy nhdi méu co tim hode tai bién mach mdu nlo. Tyt huyét
ap ci trigu chimg d& xay ra & nhimg bénh nhin ting huyét 4p cb suy tim vil cb holie khiing cb
suy thiin. Tinh trgng nay IhuﬂngxﬁymcnhﬁngtéuhnhﬁnhisuftimnH.ngdﬂngthuﬂ: liri
tidu quai lidu cao, bj ha natri mdu hode suy gidm chire niing thin, Nhimg bénh nhén niy cin
duwc theo doi khi bit ddu didu trj v khi thay doi lidu thude vaholc thube loi tiéu.

Trong trnimg hop tut huyét dp, bénh nhin cin duge dit nim trén ghwtmg vi néu clin, truvén
tinh mach dung dich mudi sinh 1y

Tut huyét dp thotng qua khing phai Iy do dé ngimg diéu tri. Khi dp suft va thé tich huyé
twong di dn dinh, cé thé tidp tue didu trj véi lidu thip hon holic mét trong hai hoat chit véi
lidu lirgmg thich hop.

Sir dung dbng thiri thude ie ché men chuyén angiotensin, thude d6i khing thy thé angiotensin
11 hodic aliskiren lim Hing nguy eo wr huyét dp, ting kali mdo va suy giam chite ning thin (bao
pdm cd suy thin cdp). Do dé, khing khuyén cdo sit dung thude chen kép RAAS khi ding déng
thiri thudie re ché ACE. thubc d6i khing thy the angiotensin 11 hogc aliskiren.

Trong truimg hop bt bude, viée kit hap chi nén thye hién dudi sy gidm sat coa bic si chuyén
khoa vi theo i thisémg xuyén, chinh xée chite ning thin, chat dign gii vi huyét dp.

() nhimg bénh nhiin mée béah thin do tiéu dutmg, khing nén sit dung ddng thii thude o ché
men chuyén va thude d6i khang thy thé angiotensin 11

Suy giam

Khing nén k& dom cic phii hop cb dinh enalapril va hydrochlorothiazide cho bénh nhén suy
thén (46 thanh thii creatinin < 1,3 mi/gidy hofic < 80 ml/phit va > 0.5 ml/gifly hojic > 30
mil‘phiit) cho dén khi xéc dinh dwge bénh nhin cdn lidu legng o6 trong vién thude phéi hop
hiing edch digu chinh liu ca timg hoat chit.

O mit s& bénh nhin ting huyét dp khing cd bénh thén 16 ring tir wwde, khi ding enalapril
déing thivi voi thude lpi tidy, ndog d§ uré vi creatinin huyét thanh c6 thé ting nhg va thodng
qua. Néu diéu ndy xdy ra trong qua trinh diéu trf bing thube két hop cd dinh enalapril va
hydrochlorothiazide, nén ngimg diéu trj.

Cé thé hiit diu lai qua trinh didu trj véi lidu thip hon hodie biing mit trong hai hogt chit v
lidu luong thich hop.
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Trong nhitng trudmg hep nhi vy, cén nghi ngdr khi ning hep déng mach thin tr tde.

Tiing kali mau

Trong qué trinh didu trj két hop enalapril va thudc lgi tiéu liéu thip, khing thé logi trir kha
néng xiy ra tinh trang ting kali mdu,

Lithi

Sy két hyp gitra lithium véi enalapril va thube i tiéu thuimg khéng duge khuyén khich.
Iréem

Tinh an 1w0én va hi¢u qui cua thudc & tré em chia durge xac dinh.

6.2. Enalapril maleate

Hep déng mach chii va bénh co tim phi dai

Thin trong khi ding thude (e ché men chuvén ACE cho bénh nhin bj tic nghén thit trdi va
nén trinh diing & nhimg bénh nhin bj sc tim va tic nghén mach méu mic 4§ nghiém rong,
Suv pifm chire nfing thin

Suy thin di duge bio cho & nhimg bénh nhin dige dicu trj biing enalapril, chi véu sy ra &
nhimng bénh nhin bi suy tim ndng hoge bénh thin tir tnrde, bao gom hep ddng mach thin, Néu
dirgre phuit hidn sém v didu tr thich hop, suy thin lign quan dén diéu tri bing enalapril thuimg
e thé héi phyc.

Thng hu thin

Nguy e tut huyét dp va suy giam chirc ning thin trong qué trinh didu trj bing thude (e ché
men chuyén ting lén & nhimg bénh nhin bi hep ddng mach thiin hai bén hode hep ddng mach
mit thiin dang hogt dong, Chirc ning thin o6 thé suy gidm ngay e khi cd nhimg thay ddi nhd
trong néng 44 creatinin huyét thanh. Nhimg bénh nhin niy cin duge theo dii cén thin va theo
dai chire nding thin khi bt ddu didu trj,

Gihép thiln

Khong ¢t kinh nghiém vé vige st dung enalapril & nhimg bénh nhin méi ghép thin. Do 44,
khing khuyén cdo diéu tri bing enalapril.

Bdnh ol dane thke ohin o

Khdng chi dinh sir dung enalapril & nhimg bénh nhén cin chay thin nhin tgo do suy thiin, Qud
m:’m,phﬁnfmgplﬂnv&[sm@n&dﬁbﬂng.ﬂﬂhuﬁiﬂpﬁkhﬁthﬁ]dﬂdmlcbﬁﬂm}ﬁnhﬂﬁg
bénh nhin duge didu trj bing thim phin méu véi mang théng lugng cao (vi du AN 69) vi
ding diing thivi véi thude ire ché ACE. Do 86, nén trinh sy két hop ndy. Néu cin phii tham
phin méu, nén sir dyng méng thim phin khic hode chuyén sang ding thude thude nhom thude
ching ting huyét dp khéc phii hop vai chi dinh cu thé,
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Suy giam chirc nfing gan

Hiém khi, thube ire ché ACE co lién quan dén hdi chimg bit diu bing ving da & mit hoje
viém gan va tién trién thanh hogi tir gan cdp tinh va (d8i khi) tir vong. Co ché cia hii chimg
nay viin chua duge hiéu rd. Bénh nhin ding thude e ché ACE bj ving do hoc ting men gan
i rét nén ngimg thudc irc ché ACE v duoc theo ddi v té thich hop.

Clidm bach cdu trung tinh vA mét bach clu hat

Gidm bach clu trung tinh/mit bach clu hat, giam tigu clu vi thigu mau 43 dupe hio cdo &
nhimg bénh nhin diing thude irc ché men chuyén. O nhitng bénh nhén cd chire néng thiin binh
thiimg vi khéng c6 yéu t6 bién chimg néo khic, gidm bach clu trung tnh hidm khi xdy ra.
Enalapril nén duge sir dyng hét sire thin trong & nhimg bénh nhin mic bénh mach miu
collagen, ligu phip e ché min dich, diéu trj bing allopurinal hodic procainamide, hode két
hip cic véu 16 bién chimg ndy, dac biét néu ¢d suy gitm chire ning thén tir truée. Mét sb bénh
nhiin niy bj nhidm tring niing, trong mdt sd trudmg hop khong ddp img véi lidu phip khing
sinh chuyén siu. Néu sir dyng enalapril & nhimg bénh nhin nhu vy, nén theo ddi dinh ky s6
lugmg 1 bo bech cdu va hudmg diin bénh nhiin thdng béo cho béc 57 bit ki déu higu nhifm
tring ndo.

Tang kali mau

Thude ire ché ACE cb thé gay ting kali mau do irc ché giai phéng aldosterone, Thude gy téc
ding khing ding ké voi bénh nhiin ¢ chirc ndng thin binh thudmg. Cée yéu 16 nguy oo gy
ting kali méu bao gdm ha aldosteron, suy thin, tubi téc (> 70 tudi), ddi thio dubmg, cic bién
b xen k&, dic bigt 1i mit nwoe, mit bi tim edp, nhitm toan chuyén hoa va sir dung déng thén
thudic lgi tidu gitt kali (vi dy nhir spironclactone, eplerenone., triamterenc hodic amiloride), ding
thube bi sung kali hodic chit thay thé mudi b chira kali, hoje ding cée thudc khdc giy tang
kali huvdt thanh (vi du nhu heparin, trimethoprim hofic co-trimoxazole, eon duge goi 14
trimethoprim/sulfamethoxazole, v dic bigt la thude ddi khang aldosterone hode thude ddi
khang thy thé angiotensin). Viée sir dung cic chét b sung kali, chilt thay thé mudi co chira
kali hode thude loi tidu gitr kali co thé din dén ting déng ké kali huyét thanh, dac biét & nhimg
biénh nhin suy gidm chirc nang thin. Tang kali mdu ¢ thé gy ra chimg logn nhip tim nghiém
trong. d6i khi de dga tinh mgng. Thude lgi tidu giir kali va thube dbi khing thy thé angiotensin
nén duge sir dung thiin trong & nhimg bénh nhin dang ding thube i ché ACE va cin theo dai
niing 4 kali huyét thanh va chire niing thin.

Ha dimg huvét
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O b¢nh nhin tiéu dwimg duge diéu tri bing thudc ubng ching tifu duimg hojic insulin, cin
theo ddi chit ché ndng d glucose trong miu trong thing déu tién diéu trj bing thude e ché
men chuydn.

Qua min vi phit mach

Phi mgeh & mit, wr chi, mii, ludi, diy thanh quén vivhodic thanh quén higm khi duge bo céo
trong qué trinh diéu trj hing thudc e ché men chuyén ACE, bao gbm enalapril maleate, Diéu
niy e thé xay ra bit cir lie ndo trong qué trinh didu tri. Néu xdy ra phit mach, phai ngimg didu
trj ngay Iip tire va theo dai tinh trang bénh nhén cho dén khi mgi trigu chimg bién mét. Bénh
nhéin chi ed thé xudt vign khi tit ca cde trigu chimg da bién méL,

Ngay ¢ trong nhimg truimg hop sumg chi anh hudmg dén hnti va khing c6 viin d& vé ha hip,
viln cin phii theo dai bénh nhin trong thivi gian dai vi didu trj bing thudc khang histamine va
corticosteroid c thé khing du.

Tir vonig do phiz maeh disdi dgng phit thanh quén hofic ludi rit higm khi duge bio cdo, O nhimg
bénh nhén bj phii mach & lui, diy thanh quén hode thanh quén, tinh rang tic ngheén duimg
thir rilt c6 the xdy ra, dfic biét ndu bénh nhin 4 phiu thut duimg ther trude dé. Khi lui, day
thanh quin hofic thanh quin bj dnh hudmg va cd kha ning tic nghén dutmg thés, cln phai bt
diiu didu trj thich hgp ngay lip tire, ¢o thé bao pim tiém dwdi da dung djch adrenaline 1:1000
(0,3 dén 0,5 ml) va dim bdo duimg thér théng thoéng,

Phit mgch phd bién hon & binh nhiin da den ding thube tre ché men chuyén so véi bénh nhin
khing phai da den,

Bénh nhén ¢ tién sir phit mach khdng lién quan dén ligu phip e ché ACE ¢ nguy co phat
trién phit mach cao hom trong qud trinh didu trj bing thudc (e ché ACE

Ching chi djnk sir dyng dong thii thude e ché men chuyén voi sacubitril/valsartan do lam
tang nguy co phil mach, Khong nén ding sacubitril/valsartan sém hon 36 gitr sau licu enalapril
cubi cing. Khing nén bt diu didu tri bing enalapril sém hon 36 gid sau liéu
sacubitrilivalsartan cudi cling.

Sir dyng déng thini thube e ché ACE vii meecadotril, thube ire ché mue tifu rapamycin &
dang vt od vio (mTOR) (vl dy: sirolimus, everolimus, temsirolimus) va vildagliptin oo thé lim
(Ang nguy cc phis mach (vi dy: sumg dwdmg thés hofic ludi, 6 holic khang cé suy hé hip). Cin
thiin trong khi bt diu ding racecadotril, thudc e ché mTOR (vi dy sirolimus, everolimus,
temsirolimus) vi vildagliptin & nhimg bénh nhin dang ding thubc irc ché ACE.

Phin img phin v trong qud trinh khir nhay cim
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Hiém khi, bénh nhén ding thudc ire ché ACE trong qué trinh gidi min cim véi noc dic cia
cdn triing 44 gip phai phéan (mg phan v§ de doa tinh mang. Nhimng phin (mg ndy duge trinh
biing cach tam thiri ngimg diéa 1 biing thude e ché ACE trude mdi lin gidi min cam.

Phein (mg phén vé trong qud trinh gich LDL

Phin img gidng di tmg (phén v&) de doa tinh mang 6 thé xdy ra & nhitng bénh nhin ding
thudc fre ché men chuyén trong qui trinh tich lipoprotein tj trong thip (LDL) bing dextran
sulfat. Cé thé trinh dwoe tinh trang iy bing céch tam thid ngimg thude e ché men chuyén
ACE trude mii lin tach huvét twong.

Ho

Trong qué trinh diéu tr bing thude irc ché men chuyén, c6 thé xéy ra tinh trang ho dai ding,
ho khan, khing cé dém, tinh trang ndy s& hét sau khi ngimg didu trj, Cin xem xét chén doén
phiin biét bénh ho.

Phiu thudt v giy mé

(J nhimg bénh nhin trai qua phiu thudt lém vé nhimg ngued A8 ding thube gy ha huyét dp
trong qud trinh gay mé, enalapril ¢6 the irc ché sy hinh thinh angiotensin 11 do giai phong renin
bil trir. Tut huyét dp xdy ra do co ché ndy e thé duge didu chinh biing céch ting thé tich.
Thai kit

Khiing nén bt ddu diéu trj bang thudc irc ché men chuyén trong thii k¥ mang thai. Bénh nhin
dang 6 ké hogch mang thai nén chuyén sang cdc phirong phép didu trj chbng ting huyét dp
thay thé d3 duge xdc dinh 13 an todn d& sir dung trong thai ki cing stm cang tdt; tnir khi viée
tidp tue didu tri biing thude (e ché ACE dwge coi 1 cin thidt, Khi duge chin dodn ¢d thai, nén
ngimg didu trj biing thube de ché men chuyén ngay ip tirc va néu cin thiét, nén bit diu ligu
philp thay thé.

E !Ei ]r.. 1-'& E‘ m

Gidng nhu cée thube (e ché ACE khdc, enalapril kém higu qua hom trong vige hy huyét dp &
bénh nhiin da den so vii bénh nhin thude cic ching the khic; o6 th 13 do ty 1 renin thép phi
bién hom & nhom bénh nhin da den ting huyét dp.

6.3, Hydrochiorothiazide

Suv pidm chirc niing thi

Thude thiazid cd thé khing phai 14 thufic gi tidu phit hop d& it dung cho bénh nhin suy thin
vit khiing co higu gua khi & thanh thai creatinin < 30 ml/phiit (suy thin trang kinh hofic ngng).
Khing nén ding thude eho bénh nhiin suy gidm chire ndng thin (d6 thanh thai creatinin < 80
ml/ phiit),
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Suv giam chire ndng gan

Thin trong khi diing thubc thinzide cho bénh nhiin suy gidm chire ning gan hojc bénh gan tién
trién, do thay déi nho vé cin bing dién giai co thé giy hin mé gan.

Tée dung chuvén héa vi ndi tiét

Biéu trj biing thudc loi tiéu thiszid co thé lim thay ddi kha nfing dung ngp glucose. Trong
truimg hgp can thiét, nén ditu chinh litu thude ching d4i thio duimg. bao gbm insulin.

Sur gia ting ning i cholesterol va triglvceride co thé lién quan dén vige sir dung thude loi tidy
thiazide; tuy nhién, thc dung ndy it nhd hogc khbng c6 khi sit dung lidu 12,5 mg
hydrochlorothiazide. Ngodi ra, twong cdc nghién ciu lim séng vi ligu 6 mg
hydrochlorothiazide khiing o6 tde dung ding ké ndo v& mat 1m sing ddi véi ndng df glucose,
cholesterol, triglyceride, natri, magie hofic kali duge bio céo.

Diéu trj !ﬁng thudc lgi tidu thiazid co the giy tng acid uric mdu vivhode bénhgmn&mﬁlsﬁ
bénh nhin. Tac dung nay phy thujc vao liéu lergmg vit khdng lién quan v& mjt ldm sang & licu
hydrochlorothiazide 6 mg. Mgodi ra, enalapril ¢6 thé lim ting ning 46 scid uric trong nutc
tigy, do dé lam giam tdc dung ting acid uric cia hydrochlorothiazide.

Theo ddi thuimg xuyén nong d chit dign gidi mong huyét thanh theo cic khoang thiv gian
thich hgp.

Thudc thiazid (bao ghm hydrochlorothiazid) co thé giy mit cin bing muede hoje dién giai (ha
kali méu, ha natri méu vi kiém do ha clo méu). Cie diu higu cinh bdo bao gidm khé miéng,
khiit nusére, véu, |& dis, budn ngit, bdn chén, dau co hofic chudt rit, mai co, ha huyét dp, thiéu
nidy, nhip tim nhanh vi roi logn tiéu boa, vi dy nhu budn nén va ndn mira.

Miic di tinh trang ha kali méu cé thé xdy m trong qué trinh diéu trj bing thubc lgi tidu thiazide,
nhimg vige didu trj ddng thin bing enalapril ¢6 thé lam giam tinh trang ha kali méu do thude
lvi tidn gy ra. Nguy co ha kali méu cao nhiit é nhimg bénh nhén bj xo gan, tiéu nhiéu, bénh
nhin khing dwpe ubng di chét dién gidi vd bénh nhin dang didu tr dbng thoi bing
corticosteroid hodic hormone vo thugmg thin (ACTH),

Trong théi tiét nong, tinh trang hg natri méu c6 thé xdy ra & nhimg bénh nhin bi phii né. Thicu
clorua thutmg nhe vi khing ciin diéu tri.

Thube lgi tieu thiazid c6 the Jim gidm bai tigt calei qua nude tidu va gdy ting nhe v tam thii
ning do calei trong huyét thanh. Sir gia tAng déng ké cda nd ¢b thé 12 diu higu coa bénh cuimg
clin gidp tiém dn, Li¢u phap thiazide phai duge ngimg lai tde khi xét nghigm chic néng
tuyén cin gidp,

Thudc thiazid lam tang bai tiét magie qua mude tiéu, cd thé din dén tinh trgng ha magie huyét.
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Kiém tra ching doping

Do thude cb chira hydrochlorothiazide, xét nghidm phit hidn chit kich thich bt hgp phip c6
thé cho két qua duwong tinh.

Quit miln cam

Phén img qué mén ¢6 thé x4y ra & nhimg bénh nhin ding thube 1gi tidu thiazide, c6 tién sir dj
img, hen suydn holic khéng. DB co bio cdo v& tinh trang trim trong thém hode kich hogt bénh
lupus ban dd hé thing khi sir dyng thiazid.

Ung thu da khéing u hiic 1

Nguy co ung th da khing u hiic t6 (NMSC) [ung thir biéu mé té bao ddv (BCC) va ung thr
bidu mi té b vity (SCC)] ting 1én khi lidu tich 1y hydrochlorothiszide (HCTZ) tang lén di
durgre quan ﬂitﬂﬂi}rtmnghﬂ.i.nglﬂéncﬂudi::htﬁhutduﬂhﬁnﬂﬂd&ngkimgthuquﬁcginﬂm
Mach. Cde tie dong nhgy cim voi dnh sing ciia HCTZ cd thé hogt ding nhu mit co ché co
thé gily ra NMSC.

Bénh nhin ding HCTZ clin duge thing b vé nguy co miic NMSC va duge khuyén nén
thutmg xuyén kifm tra da dé phat hién bit ky tdn thuong méi nin va bio cio ngay bit kj tin
thuemg da déng ngdv ndo. Céc bign phap phong ngir c6 thé nhu han ché tiép xic voi dnh sing
miit trévi v tin LV va trong traimg hop tiép xie, cin khuyén cdo bénh nhin bito vé dily di dé
gidm thidu nguy co ung thu da. Ciic tdn thiong da ddng ngdr cin dugre kigm tra ngay, o kha
nling bao ghm cd xét nghidgm md hoe sinh thiét. Vige sir dyng HCTZ ciing c6 thé cin duge
xetn xét lai & nhimg bénh nhin di timg bi NMSC tnnde da.
Mﬂﬂhﬂﬁ_ﬁn vil glancoma goe dong thir phat

Sulfonamide hodc thude e ngudn gde tir sulfonamid cd thé gay ra phin img qué min din dén
hong ming mach véi khim khuy&t th tnrémg, cdin thi thodng qua vi bénh ting nhiin dp goc
déng ehp tinh. Cie tri¢u chimg bao gbm suy gidm thj lue cip tinh hoc dau mit vi thutmg xiy
ra trong vong vii gid dén vii tufin sau khi bt diu ding thude, Bénh ting nhiin 4p goc déng
clip tinh khng dirge didu trj cé thé giy mét thi lye vinh vidn. Phuong phip diéu tr chinh 14
ngimy thube cing sém céng t6t. Néu ép lyc mit khéng duge kiém sodt, et thé ein phii dicu
trj bing thudc ngay 1p ticc hofic phin thudt. Cae yéu th nguy co gdy ra bénh ting nhiin dp goc
déng cp tinh c6 the bao gom tién sir dj (mg v sulfonamid hode penicillin.

6.4, Cianh bio td duge

Thudie c6 chira t4 durge lactose, Bénh nhén bj rdi loan di truyén hiém gdp nhir khdng dung nap
fructose, khéing dung nap galactose, galactose mau hode kém hitp thu glucose-galactose khing
nén ding thudc niy.
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Thudc 6 chim duti | mmol (23 mg) natr trong mdi vién, vé co biin duge xem nhur *khang E
chira natri’. 1E
7. Sirdyng thube cho phy nir ed thai vi cho eon bi AT
T A, Phy nit cd thai f*n

Khiing khuven céo sir dung thude fre ché men chuyén trong ba thing déu cia thai ki, Viée sir
dung thude (e ché men chuyén ACE bj ching chi djnh trong 3 thing gifr vi 3 thing cudi cia
thai k¥,

Bing chimg djch t& hoc vé nguy cor ghy qudi thai sau khi tiép xic véi thude tre ché ACE trong
3 thing déu ca thai k§ van chua o6 két lugn; tuy nhién khong thé logi trir khil niing ting nhe
nguy co. Trirkhi vige tiép tuc diéu trj biing thude trc ché ACE duge coi la cin thiét, béah nhin
dang co ké hopeh mang thai nén duge chuyeén sang cde phuong phip diéu trj ching ting huyét
dp thay thé, i dwoc xde djnh 14 an todn dé sir dyng trong thai ki,

Khi duge chiin dodn of thai, clin ngimg diéu trj bang thudc tc ché men chuyén ngay lip tie
véi néu cdn thidt, cin bit ddu liéu phip thay thé,

Viée tiép xie vii thube e ché ACE trong 3 thing gifta v 3 thang cudi thai ky duge bidt i cb
thé gy dic cho thai nhi (suy gidm chire ndng thin, thidu 6i, chim cit héa hdp so) vi doe tinh
& tré 5o sinh (suy thin, ha huyét dp, tang kali miéu). Thiéu 8i & me, o thé 1a bidu hign cia tinh
trang suy gidm chitc ning thiin cin thai nhi, 48 xiy ra va o6 thé din ¢én co cimg chin tay, bién
dang so mat vi phit trién phbi kém.

Trong truémg hop tiép xic véi thude (re ché men chuyén tir 3 théng gita cia thai ky, nén kiém
tra siéu Am hdp so va chirc niing thin. Tré so sinh c6 meg dimg thubc e ché men chuyén ACE
céin duoe theo dii chiit ch dé phat hign tinh trang tut huyét ap,

Hydrochlorothiazide

Kinh nghiém sir dyng hydrochlorothiazide trong thiri k¥ mang thai, dic bigt la trong ba thing
diu ctin hgn ché. Chua b di nghién el duge tién hanh trén djng vit.

Hydrochlorothiazide di qua nhau thai.

Do dic tinh duge 1§ cia hydrochlorothiazide, viée sir dung thude nay trong 3 thing gifta vé 3
thing cudi ciia thai ki eo thé lim anh hutmg dén sy tudi midu nhau thai va giy ra hiu qui cho
thai nhi hodc tré so sinh nhir ving da, milt cin bing dién gidi va gidm téu cau,

Khéing nén dimg hydrochlorothiazide dé diéy tri phit né thai ky, ting huyet dp thai ki hodic
tidn sin gifit do nguy co gidm thé tich huyé wong va gidm twdi mau nhau thai trir khi ¢6 tée
dung tich eye dén qua trinh bénh,
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Khéng nén ding hydrochlorothiazide 48 didu trj ting huyét dp v6 cin & phy nif mang thai,
ngoi trir nhimg triémg hop hiém hoi khng thé ap dyng cée bién phap didu trj khic.
Khéng khuyén cdo sir dung thubc trong ba thing cubi thai ky,
7.2, Phu nir cho con b
Thute Enalapril
Dt lidu dirge ddng hoe han ché cho thiy ndng 46 enalapril trong s me it :hép Mpc di céc
ndng dj ndy cb thé khong ¢6 ¥ nghin lim sing, nhung viée sit dung thudc trong thin k3 cho
con bii khing duoe khuyén cdo & tré sinh non v trong viti tuin diu san khi sinh do nghi ngdr
cd nguy co finh hwdmg dén tim mgch va thin vi do thicu kinh nghiém lim séng,
Trong trutmg hgp ré 16m hon, cé thé ciin nhic sir dung thude cho b me dang cho con bi néu
vige didu trj ki cdin thidt v tré duoc theo ddi ce tie dung phy cé thé xay ra,

e
Hydrochlorothinzide duge bai 1iét viio sita me véi lugng nhé. Liéu cao thiazide gay ra tinh
trang tiéu nhidu va cd thé ie ché tiét sim. Khing khuyén cdo sir dyng thude trong thin ky cho
con bit. Néu vin sir dung, nén ké dom lidu thip nhi
8. Anh hwimg cia thude lén kha ning l4i xe, vin hinh mdy méc
Khi ldi xe hofic vin hanh mdy méc, cdn thin trong vi chéng mit hay mét méi co thé xay ra.
9, Tweng tic thude, twong ky cia thude
9.1, Enalapril malear vit hydrochlorothiazide
Céc loai thube ¢
Sir dung dbng thir cée thube ching ting huyét dp khac 6 the lam ting téc dung ha huyét 4p
cim enalapril va hydrochlorothiazide. Sir dung dong thoi nitroglycerin va cée nitrat khic hoge
thube gidin mach khac co thé Tam tang tic dung ha huyét dp.
Su phong t0a kép cua he l._._ll_ reqi - Lol - sterone (RAAN
Dt lidu thir nghiém 1&m sang 44 chi ra ring vide phong toa kép hé thing renin-angiotensin-
aldosterone (RAAS) thing qua vide sit dung ddng thoi thube e ¢hé ACE, thube dbi khing
thy thé angiotensin 11 hojc aliskiren c6 lién quan dén viée ting tan sudt cic phan (mg cd hy,
vi dy: tut huyét dp, ting kali méu va suy gidm chire niing thin (bao gom suy thin cip) so v
vide sir dung mdt tic nhin dom 1é tie djng lén RAAS.
Lithi
Sir dung ddne thir thude e ché men chuyén v lithium cé thé din dén tinh trang ting nbng
dis lithium trong huyét thanh v dic tinh cia lithium, Sir dung dbng thér thude lgi tidu thiazid
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co the lam téng thém ning &) lithium va nguy co ngd dde lithium khi két hgp voi thube e
ché ACE.

Khéng khuyén cao sit dyng dng théi, rong tnsémg hop cdn thidt, cin theo d5i cdn thin ndng
0 lithium trong huyét thanh,

Thude ching viém khdng steroid (NSAID)

Thubc ching viém khing steroid (NSAID), bao gdm thude (rc ché cyclooxygenase-2 chon loe
(thude tre ché COX-2), ed thé lam gidm tic dyng hg huyét dp cha thude loi tidu, thube ddi
khing sngiotensin Il hodc thute ic ché ACE.

Thube chiing vidm khdng steroid (bao gbm thubc o ché COX-2) vi thudc di khing
angiotensin 1 hofic thudc ire ché ACE c6 the dyng cdng hop lam ting kali huyét thanh v cd
thé diin dén suy gidm chirc ning thin. Nhimg tic dung niy thudmg cb thé héi phye. Hidm khi,
suy thin cip cd thé xay ra, diic biét & nhimg bénh nhin ¢b chirc niing thin bj suy gidm (nhir
nginri cao tudi hodic bénh nhin bj suy gidm thé tich, bao gﬁm ca nhimg bénh nhin dang diéu
trj bing thude I tiéu),

Thiln trong khi ding Iiwphﬂpkéthq:p cho b§nh nhén suy giam chirc ndng thin.

9.2, Enalapril maleate

[hube Joi tié ali, thude b sune kali hofic chit thay thé mudi co chim kali

Ubing enalapril thirtng lam gidm tinh trang mét kali do thube lgi tidu thiazide piy ra. Mie di
néing 4 kali trong huyét thanh thuimg nim trong gidi han binh thuimg, tinh trang téing kali
nﬁumﬂéxﬂ}rrﬂ:’rmﬁt st bénh nhin duge diéu tri bing enalapril.

Thude lgi tiéu giir kali (vi dy nhu spironolactone, triamterene hode amiloride), thubc bd sung
kali hodic chit thay thé mubdi cd chim kali ¢6 thé diin dén thng ding ké kali huyét thanh. Cin
thiin trgng khi ding enalapril dong thii voi cde thude khac lam ting kali huyét thanh, chiing
han nhu trimethoprim va co-trimoxazole (trimethoprim/sulfamethoxazole), vi trimethoprim
duge bidt dén 14 thube lpi tidu gilr kali, twong ty nhy amiloride. Do 84, vige két hop enalapril
viri céc thude néu trén khéng duge khuyén cdo. Néu cb chi dinh sir dyng déng thisi, chn thin
trong khi diing vi cln theo dai thuémg xuyén néng 44 kali huvét thanh,

Cvelosporin

Tang knli miu ed thé xay ra khi ding thude irc ché men chuyén ACE ddng thixi vii cyclosporin,
Nén theo di ndng ¢ kali huyét thanh.

Heparin

Thing koli mdu cb thé xay ra khi thube i ché ACE duge sit dyung ddng thiri vdi heparin. Nén
theo ddi nong dd kali huyét thanh.
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Thusdc I tiéu (thude loi tiéu thiaride hodc thude lof tidu quai)

Didu trj trucee 46 bing thude lgi tiéu lidu cao oo thé din dén gidm thé tich va nguy co tut huyét
fip khi biit diu ditu trj bang enalapril. Co thé gidm tic dyng tyt huyét dp biing cich ngimg
thudce lgi tiéu hofic ting heemg mudi holic :hﬁi |ﬁng nap viio cor thi

Sir dyng dﬁng; thiri mdt st thuénc giy mé, thube chﬁng trﬁm cdm ba vong vi ﬂmﬂc ::hlﬁng loan
thiin viri thudic ire ché men chuyén od thé ting 14c dyng gidm huyét ap.

Sakuhitritfval

Ching chi dinh sir dyng ddng thixi thude e ché men chuyén véi sacubitril/valsartan vi no lam

Hing nguy uu:rrﬂ'm mach

Sir dyng ding thai thude tre ché ACE vii racecadotril, thude (e r:hé mTOR w{ dy mmhmus,
everolimus, temsirolimus) v vildagliptin cb thé lam ting nguy co phit mach,
Thude cutmg giso cim

Thude cutmg giao cim co thé 1am gidm tic dyng ha huyét dp cin thude tre ché men chuyén.
Thute diéu tr tiéu duimg (thudc ha dwimg huyét dang udng v insulin)

Diing ddng thiri thube (e chié ACE vit thube didu tri tidu dudmg (insulin, thude hg duémg huyét
dang uing) 6 thé gly ting tic dung ha duimg huyét véi nguy co tyt dutmg huyét, Kha ning
tyt duimg huyét cao hom trong nhimg win dfu didu tri két hop vé & nhimg bénh nhin suy thin,
Néu bénh nhin dang ding thubc tri tiéu dwémiz va thudc lgi tidu thiazid, didu chinh lidu thubc
trj tidu dwimg néu cdn thiet,

Rugu big

Rurgu Jim ting the dung ha huyét dp cia thude e ché men chuyén,

Thude khing acid

Thude khéng acid co thé lim gidm sinh kha dung cia thudc Ge ché men chuyén.

Acid acetylsalicylic, 1€ Ly ¢ chen beta

Biéu trj déng thiri bing enalapril v acid acetylsalicylic (& lifu ding cho bénh tim), thude tiéu
huyét khili vit thude chen betn 13 an todn,

Matr aurothiomalate

Phén img nitritoid (cdc tridu chimg bao gbm do bimg mét, budn ndn, nbn vil tut huyét dp) higm
khi duge bdo edio & nhimg bénh nhin ding déng thisi natri aurcthiomalate v thude ic ché men
chuyén, bao gbm enalapril

9.3. Hydrochlorothiazide
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B :' -! lli II-
Thiazid c6 thé lam ting kha niing dip tmg voi tubocurarine

Ruou, thude an thin holie thube gidm dau opioid

Lam T.ﬁng nEuy oo ml hujrét fp the dl?mg.

f:néu chinh héu diing cin uméu: d‘éu tri tidu dutmg néu cﬁn thiit.
Cholestymmine vir colestipol

Chit trao ddi anion cb thé lam gidm sy hdp thu hydrochlorothiazide. Cholestyramine vi
colestipol lién két véi hydrochlorothiazide sau mit ligu duy nhit va lim gidm sy hip thu cha
thubc nay tir dwimg tiéu hoa lin lugt 13 85 vi 43%,

Thube kéo dii khoang OT i
Ting nguy co xodfin dinh.
Digitalis glycosides

Hg kali mau ¢t thé lam gidm hojic ting phan {mg cia tim déi vii tée dung dic hai cia digitalis
{vi du: tAing kich thich thét).

Corticosteroid, ACTH

Sir dyng dbng thivi v thude lgi tiéy thinzid lam ting tinh trang mét dién giti manh, dac bidt
14 kali.

uinidine armiod

H}dmtiﬂnmuumd: e u:é lim tang m-ﬁl kali !.fil’hnhr.: magie,
Thubc thiszid cb :hE lam giém pamnummhmn amin ting hn;vél

Thiazid c6 thé tﬁmmﬁm béi tidt thudc klmt&b&nqmthﬂn vﬂtﬁngcumgta:dung e ché iy
KAPOMI.

9.4. Twomg ky

Do khéng cé céc nghién cira vé tinh tuong ky cia thude, khng trin 1in thude ndy véi cdc
thude khée,

10, The dung khing mong mudn cia thude

Trong céc nghién ciu 1im sing, phin tmg b hai thuimg nhe va thodng qua; trong hiiu hét cic
trinimg hop, vidge didu tr khing phii gidn dogn.

Phin mg c6 hai ph bién nhit duge béo cio trong mdt nghién clru 1dm sing vii sir két hop
clia enalapril va hydrochlorothiazide Ia dau ddu va ho.
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Céic phin (mg 6 hai sau diy da duge bdo cdo khi két hgp enalaprl va hydrochlorothiazide,
dimg riéng enalapril hodic ding rigng hydrochlorothiazide trong céc nghién ci lim sang holdc
trong qua trinh dua thude ra thj tnrémg:

o Rt thuwémg gip ( = 1/10)

» Thuimg gip (= 1/100 dén < 1/10)

o figip (= 1/1000 dén < 1/100)

» Hiém giip ( = 1/10000 dén < 1/1000)

e  Riit hiém gip ( < 1/10000)

» Chua xic dinh tin suit (chim xdc dinh tir dir liéu 1dm sédng)
Tinsuﬁrplﬂnm:uhmmmhﬂzmqmn

Chim xic dmh tﬁnsuﬁ.t mgthurda khéing u hc td {uugmub:éumnté biio diy vi ung thu
biéu mé té o vity)
it giip: Thigu méu (bao gbm ci thidu mdu bél sin va tan mau)
Hidm gp: gidm bach chu trung tinh, ha huvét she 1h, gidm hematocrit, giam tiéu cdu, mit bach
cdu hat, giam bach cdu, suy tiy xuong, gidm toén thé huyét ciu, bénh hach bach huyd, bénh
U mien
. st
Chum xdc dinh tin sudt: hdi chimg ti#t hormone ching bai nigu khang thich hop (SIADH)
Roi loan chuyén hoa va dinh dudmg
Thutmg giip: ha kali mau, ting cholesterol va tnglyceride, ting acid uric may
[t gip: ha dutmg huyét, ha magie huyét, bénh gout
Hiém gp: thng lugng dudmg trong méu
Riit hiém ghp: ting calci huyét
R logn im thiin;
Thutmg giip: nhire déu, trim cam, nght xiu, tdi loan vi gide
it gap: 1ii 1n, mét ngd, bubn ngd, cAng thing, dj cam, chong mit, gidm ham mudn tinh dyc
Hiém giip: gific mo bét thwimg, rdi loan gifc ngd, liét (do ha kali mau)
Rit thudme giip: nhin mé
Chura e dinh tin suit: bong dém rdi mach mge
Riji loan tai vi mé dao
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It gip: i tai

Rii logn tim vi mach miu

Ritm:x’mg ghip: chong mit

Thusémg gép: tut huyét dp, tut huyét ap tir thé, loan nhip tim, nhip tim nhanh, dau ngyc

[t gip: do bimg mit, bdi hiyp, nhdi mau co tim hoje tai bidn mach miu no, c6 thé 1a két qud
cia tinh trang Wyt huy@t 4p qué mie & nhimg bénh nhin cé nguy co cao

Hiém gaip: bénh Raynaud

Rdi loan ho hilp. ngve vii trung thit

Rit thuimg gap: Ho

Thusbmg ghp: Kho thiy

It piip: Chay mrée midi, dau hong va khan gigng, co thit phé quin/hen suvén

Hiém gap: thim nhifm phbi, suy hd hip (bao gdm viém phbi vi phit phdi), viém mii, viém
phé nang dj img/ viém phii ting bach ciu 4i toan

Rdi Joan tiéy hoa

Rt thibmg gap: budn nén

Tharimg gip: tidu chay, dau bung

ft gip: the rudt, viém tuy, nidn mir, kho tigy, tdo bon, chin dn, kich img da diy, kha migng,
loét da diy 14 trang, diy hoi

Hiém gap: viém migng/loét dp to, viém ludi

Riit hiém gip: phit mach rudt

Réi logn gan mit

Hiém gip: suy gan, hogi tik gan (ed thé tir vong), viém gan - cd thé 14 viém té bao gan hojc
viém (i miy, ving da, viém tii mit (die biét & nhitng bénh nhin cé s6i mdt tir trude)

Eﬂ i loan da vi méd dudi da

Thustmg gép: phat ban (ban d), phit mach qué mén: phit mach & mét, tir chi, moi, lui, thanh
quiin vi' hoje thanh quin

it gip: ngira, 46 md héi, rung toc, ndi mé day

Hidm plip: ban d6 da dgng, hi ehimg Stevens-Johnson, viém da trée vay, hogl tir thugng bi
nhifm dée, ban xudt huyét, lupus ban d6 da, ban o todn thin, pemphigus

Mt phirc hop trigu chimg da duge bio cho: s6t, viém thanh mac, viém mach, dau cofviém co,
dau khéméviém khop, ting ndng 85 khing thé khing nhin (ANA), ting tde di ling hing ciu,
ting bach chu & toan vi ting bach cdu. Cd thé xay ra phét ban, nhgy cém v&i 4nh sing hofic
chc ditu higu khac trén da.
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Rii loan co xwomg va mi lién két

Thirtmg gdp: chudt rit co

It glip: dau khip

Bénh dudng tidt nié

It gip: suy thin, suy thin, protein niéu

Hidm gap: thiéu nidu, viém k& thiin

It gip: bt lue

Hiém gip: chimg vii to & nam gidci

Réi loan chung:

Rilt thurémg giip: suy nhirge

Thuimg gip: dau ngue, mét mbi

it gip: suy nhuroe todn thin, sbt

Triéu chimg lim séng:

Thutmg glp: ting kali méu, ting creatinin huyét thanh

it gip: ting ndng 48 urd huvét thanh, ha natri méuo

Hiém gp: ting men gan, tAng hilirubin huyét thanh

Néu xiy ra tic dung phy nghiém tong, nén ngimg diéu trj.

Théng béo cho bic s7 v ciic tic dung khing mong mufin gip phai khi dimg thube.

1. Qui lidu vi cich xir tri

Khing c6 dit lidu cp thé vé tinh trang qua lidu khi sir dung két hop enalapril va
hydrochlorothiazide lidu cb djnh. Trong trudmg hop niy, cin ngimg diéu tr vi thude vé theo
diti chit che bénh nhin. Dy tién nén logi bd thube da udng bilng cach gy ndn vivhodc rim da
dity. Diéu trj tridu chimg vé h trg — nén sir dung cée quy trinh chudn 88 khi phuc sw cin bing
cht long va dién gidi va diu chinh tinh teang tut huyét dp.

I1.1. Enalapril

Cic diu higu qué lidu duge béo céo cho dén nay bao gim tut huyét dp rd ré, lién quan dén i
ché hé thing renin-ungiotensin, xay ra khodng séu gilr sau khi udng thude v han mé. Céc trigu
chimg lién quan dén qué lidu thube e ehé men chuyén cb thé bao pbm sbe tuin hoin, mét ¢in
béing dién gidi, suy thitn, ting thdng khi, nhip tim nhanh, hdi hip, nhip tim chim, chéng mit,
lo ling v ho. Sau khi ubng 300 mg vA 440 mg enalapril maleat, néng 4§ enalaprilat trong
huyét thanh lin lugn ting ghp 100 dn vA 200 lin,
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Sau khi ding qud lidu, nén truyén tinh mych dung dich nude mudi sinh Iy, Néu xdy ra tinh
trung byt huyét dp, bénh nhén phai duge A3t & tr thé ching sbe. Néu o thé, didu trj biing truyén
angiotensin 11 vivholic tiém finh mach catecholamine cling ob loi. Néu thid gian wbng thudc
chua qud liu, cin dp dung céc bién phip ngan ngim sy hiip thu thube nhur gy non, rira da day
vit diing chit hip phy va natri sulfat, Enalaprilat, chit chuyén hia c6 hoat tinh cta enalapril,
et thé duee logi bo khoi b tulin hodn todn thin bing phuong phép thim phin mau. Kich thich
tim duge chi dinh d& didu tr ohip tim chim khing thudc. Bénh nhin ein duge theo dfi thuimg
xuyén cée diu higu sinh tdn, nong 48 didn gidi trong huyét thanh v crentinin.

11.2. Hydrochlorothiazide

Cac diu higu v triéu chimg ph bién nhét cia qua liu 14 do mét dién gidi (ha kali médu, ha clo
midis, hg natri mdu) vis mit nude do lpi tidu déng ké. Khi sir dyng dbng thivi digitalis, ha kali
méu e6 thé gdy loan nhip tim.

12. Pic tinh duwge hee hoe

Nhom duge Iy diéu tri; thube tde dong 18n hé renin-angiotensin, thudic (e ché men chuyén va
thube 1gi tiéu

Ma ATC: CO9BAD2

Co ché hoat ding

Enalapril i thude e ché men :hu:,rén ACE. Thudc niy duge chuyén hda nhanh chéng trong
e thé thinh enalaprilat, mgt chét (e ché ACE manh.

Tac dung chinh cia thufic ¢ ché men chuyén 1a: gidm ndng b angiotensin 1T v& aldosterone
trang mdu, ic ché hogt dong ciia angiotensin 11 & mo, tdng giai phong renin, kich thich hé
thing gifin mach kallikrein-kinin, rc ché hé thin kinh giao cém va ting gidi phéng
prostaglandin va yéu th gidi phong tir ndi mge mach mau.

Téic dung duge ligc hoc

Do d6, enalapril ngén chin sy phiin iy bradykinin, mdt peptide c6 kha ning giy gifin mych,
Tuy nhién, vai trd ciia bradvkinin trong tic dung diéu trj cia enalapril vin chua duge lim sing
6. Enalapril duge cho 14 cb the dyng ha huyét 4p chil yéu bing cich (e ché hé thing renin-
angiotensin-aldosterone, co vai tro chinh trong vige diéu hoo huyét dp va cling o tac dung ha
huyét éip, ngay cé & nhimg bénh nhiin ting huyét &p v hoat djng renin thip.

Enalapril dat hiéu qué 10i da sau 6 dén 8 gid. Téc dung thwimg kéo dai téi 24 gid, vi viy chi
chn ubng thude mdt hodic hai lin mt ngdy 13 di.

Hydrochlorothiazide 1 thudc lgi tiéu v ehéng ting huyét dp lam ting hoat ding renin huyét
twemg. Mie dit enalapril cling c6 tdc dyng ha huyét dp ngay ca & nhimg binh nhin ting huyét
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ap cb hogt déng renin thdp, nhung huyét ép s& gidm thém & nhimg bénh nhin niy khi ding
déng thiv v hydrochlorothiazide,

Do d6, nén ding dbng third thube @c ché men chuyén va hydrochlorothiazide khi timg logi
thube rigng 1¢ khiing di hi¢u qud. Difu ndy cho phép ching ta dat dwoc hidu qua didu tr 1t
heom wit it tde dyung phu hom véi lidu lugmg enalapril va hydrochlorothiazide thap hon.

Tac dung ha huyét 4p coa sw két hop niy thudmg kéo dii 16 24 gily, do 46 chi cln ubng thubc
mét hofic hai lin mét ngay 14 du,

13. P tinh duge ding hye

13.1. Enalapril

Hp thu: Enalapril dwge hiip thu nhanh qua duimg tiéu hoa, T 1€ hip thu 13 60% va khing bi
anh hudmg b thire &n. Thube dat nong 45 16i da trong huyét thanh trong véng 1 gid va sau 4
gits, nding dd gidm nhanh chéng. Thube duge chuyén héa & gan thinh hogt chit enalaprilat.
Néng d0 enalaprilat trong huyél thanh dat dinh sau 3 0én 4 gidr sau khi ubng mdt lidu enalapril,
() nhimg d&i twong ¢6 chite nfing thin binh thitmeg, nbng &) enalaprilat & trang thisi én djnh
dat duge vio ngdy thir i ding enalapril,

Phdn bd: Enalaprilat duge phin bé dén hiu hét cie mé trong co thé, diic biét 1a phdi, thin va
mich méu, ahimg khing 6 bing chimg néo cho thiy thube thim thiu vao nde & lidu diu trj.
Thoi gian bén hiy 13 4 gitr. Thude lign két v protein huyét twong tir 50 dén 60%. Enalapril
wi enalaprilat di qua nhau thai va duge bai tiét vio stta clia phu nit dang cho con bil,

Chuyén héa: Khiing cé bang chimg vé sy chuyén hoa déng ké cia enalapril ngodi vide chuyén
thiinh enalaprilat.

Thdi trir: Enalapril chi yéu duge bii tiét qua thin. Céc thanh phin chinh trong nwée ticu 18
enalaprilat (khodng 40% ligu) vi enalapril dgng khéing d6i. Qud trinh bdi tiét bao gdm qua
trinh lgc ciu thin va qué trinh bai tiét & dng thin. D thanh thai thin cia enalapril 14 0,005
ml/gidy (18 Vgid) v cim enalaprilat 1 0,00225 dén 0,00264 ml/gidy (8,1 dén 9,5 Vigio). Qua
trinh thi trir dign ra theo nhiéu pha v thixi gian bdn thii dii cho thiy mbi quan hé chiit che
giita enalaprilat v ACE huyét thanh. Théni gian ban hiy enalaprilat sau khi ufing nhiéu liu
enalapril maleate 14 11 gitr. Thvi gian ban thai cubi cling cila enalaprilat 1a 35 gid.
Enalaprilat ed thé duge logi bd khoi hé tudn hoin bing phuong phip thim phin mdu hodic
thiim phin phic mae. B¢ thanh thai enalaprilat qua thim phin mau I 0,63 dén 1,03 ml/gidy
(38 dén 62 miiphit) v nbng 45 enalaprilat trong huyét thanh gidm tir 43 dén 57% sau bin gid
thim phin méu,

13.2. Hydrochlorothiazide
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Hép thu: Hydrochlorothiazide chi yéu dwge hilp thu & t tring va phiin ddu clia ruit non. T§
1& hdp thu 1 70% vit ting 10% néu ding cimg thire an. Thude dat ndng 48 dink trong huyét
thanh sau 1,5 giér dén 3 gid,

Phdn bir: The tich phin bi khodng 3 kg, Thube lign két voi protein huyét tuong khodng 40%.
Thube tich ty trong cac & bdo hing clu, nhimg co ché vlin chua dwpc gidi thich.
Hydrochlorathiazide ¢6 kha ning qua nhau thai va tich tu trong muse &i. Nbng 40
hydrochlorothinzide trong sika cia phy nit dang cho con bi riit lhﬂp

Chuyén  héa: Hydrochlorothiazide khong duge chuyén héa ding ké. Hom 95%
hydrochlorothiazide khing d8i duoge bai tiét qua msde tiéu,

Thi trir; Sy thai trir cia Hydrochlorothiazide 14 do qua trinh tiét dich & éng thin. D9 thanh
thii hydrochlorothiazide qua thiin & nguin khée manh va bénh nhin ting huvét dp 1i khodng
5,58 ml/gidy (335 ml/phit), Sy thi trir dién ra theo hai giai dogn. Thoi gian bdn hily trong
huyét tremg 1i khoang 2.5 gidr vi thivi gian bin hity cubi cing li tir 5.6 dén 14,8 gidr,

Viéc ding dong thév enalapnl vi hydrochlorothiazide khong anh hromg dén sinh kha dyng v
duoe ding hoe cia timg logi thube,

14. Quy cich déng gai

Hip 2 vi, 5 vi x 10 vién kém himg déin sir dyung.

15, Pidu kién bio quin, han ding, tiéu chuin chit legng cia thude

- Diéw kign bdo qudn: Bao quin & noi khé rdo, nhi¢t 48 khéng qua 30°C, trinh dnh sing tnge )
tidp,

- Han ding: 36 thing ke tir ngay san xuit

- Titu chudn chdt lwemg: TCCS
16. Tén, dja chi, bitu twgng (niv nﬁ

NHA MAY HDPHARMA EU- f P DUQC VTYT HAI DUONG
Pia chi: Ting 2, Tha nhi 4A, Thira dit s6 307, cym Cing nghi¢p Cim Thuwqng, phwimg
Céim Thwgng, TP Hii Duong, tinh Hii Duwong
PT: 02203853848

20720




