Rx
THUOC BAN THEO DON

DOROTRIL® -H

THANH PHAN: M3i vién nén chira

- Lisinopril dihydrat tuong duong Lisinopril .........ccccecevenieniininiennene. 20 mg

- Hydrochlorothiazid ...........ccveveiieiicc e 12,5 mg

- T4 dugc: Mannitol, Starch 1500, Avicel, Hydroxypropyl methylcellulose 6¢P, Natri croscarmellose, Natri
lauryl sulfat, Natri stearyl fumarat, Colloidal silicon dioxid.

DANG BAO CHE: Vién nén

QUY CACH PONG GOI: Hop 2 vi x 14 vién.

CHI PINH:

Diéu tri ting huyét 4p v6 cin ¢ nhirng bénh nhan thich hop véi tri lidu phéi hop.

LIEU LUQNG VA CACH DUNG: Dung udng.

* Tang huyét ap vo can:

- Liéu thong thuong 1a 1 vién, dung 1 lan duy nhat trong ngdy. Nén dugc uong vao cung mot thoi diém
trong ngay. Néu khong dat duoc hiéu qua diéu tri mong mudn trong 2 - 4 tuan, co thé tang lidu 1én 2 vién, 1
lan/ngay.

* Liéu cho bénh nhéan suy than:

- Dorotril - H khong duoc dung cho diéu tri khai dau ¢ bénh nhan suy than.

- Bénh nhan c6 d6 thanh thai creatinin tir 30 - 80 ml/ph(t, Dorotril - H ¢6 thé dung dwoc nhung chi sau khi
da diéu chinh liéu theo tirng thanh phan riéng cia phdi hop thude.

- Liéu khoi dau lisinopril dugce dé nghi khi sir dung don 1¢ & bénh nhén suy than nhe 13 5 - 10 mg.

* Pieu tri b&ng loi tiéu trude do:

- Nén ngung diéu tri bang thudc lgi tiéu 2 — 3 ngay trudc khi ding Dorotril - H. Néu khong thé ngung thude
loi tiéu, thi chi nén bét dau diéu trj riéng 1é bang lisinopril v6i lidu 1a 5 mg.

* Sir dung thuéc ¢ tré em:

Tinh an toan va hi¢u qua cua thuoc trén tré em chua dugc xac 1ap.

* Sir dung thubc ¢ nguoi cao tuoi:

Hi€u qua va sy dung nap cua lisinopril va hydrochlorothiazid dung phéi hop thi trong dwong nhau ¢ ca
nguoi lon tudi va nguoi tré bi ting huyét ap.

CHONG CHI PINH:

- Min cam véi bét ky thanh phan cua thude.

- Bénh nhan vo niéu.

- Bénh nhan c6 tién sir phtt mach lién quan dén diéu tri bang cac thudc e ché men chuyén trude diy va
bénh nhan phi mach do di truyén hay vo can.

- Bénh nhan nhay cam véi cac thudc dan xuét cua sulphonamid.

- Phu nit ¢6 thai.

- Khoéng dung lisinopril cho ngudi bénh bi hep 16 van dong mach chu, hoac bénh co tim tic nghén, hep dong
mach than hai bén hodc & mot than don doc va ngudi bénh qua man véi thudc.

- MAn cam véi céc thiazid va cac dan chét sulphonamid, bénh gout, tdng acid uric huyét, chung v6 niéu,
bénh Addison, chiing ting calci huyét, suy gan va than ning.

THAN TRONG KHI SU DUNG:

- Viéce khoi dau diéu trj va diéu chinh lidu can duoc giam sat chdt ché ¢ nhirng bénh nhan c6 nguy co cao bi
tut huyét ap triéu ching.



- Khi diéu tri cdc bénh nhan bj bénh tim thiéu mau cuc bd hay bénh mach mau néo can chu y dic biét vi tut
huyét ap qua mirc c6 thé dan dén nhdi mau co tim hay tai bién mach mau néo.

- Dung than trong ¢ nhiing bénh nhan hep dong mach chu hoac bénh 1y co tim phi dai nhu cac thude gian
mach khac.

- Thudc loi tiéu thiazid c6 thé khong thich hop & bénh nhén tén thuong than va khong hiéu qua & bénh nhan
¢6 d0 thanh thai creatinin < 30 ml/phut.

- Dorotril - H khéng nén dung cho bénh nhan suy than (d6 thanh thai creatinin < 80 ml/phut) cho dén khi
diéu chinh timg thanh phn riéng ciia phdi hop thude cho thdy can dung vién phéi hop.

- Nén theo doi churc nang than va diéu chinh lidu can than & mot sé bénh nhan hep dong mach théan 2 bén
hodc hep dong mach théan cia than don doc.

- M6t s6 bénh nhan tang huyét ap ma khong c6 bénh than 10 rét trudc do da cd hién tugng tang uré mau va
creatinin huyét thanh, thudng 14 nhe va thoang qua, déc biét khi lisinopril dugc dung dong thoi voi thude loi
tiéu. Néu tinh trang trén xay ra khi diéu tri bang Dorotril - H, phai ngung dung ph01 hop nay. C6 thé dung
lai nhung phai giam liéu hodc sir dung timg thanh phan riéng ciia phdi hop thuoc

- Sir dung than trong & bénh nhan ton thuong chirc ning gan hay bénh gan tién trién vi nhitng thay doi nho
trén su can bang nudc va dién giai c6 thé gdy hon mé gan.

- O bénh nhan dai phiu hodc trong khi gdy mé bang cac thudc gay ha huyét ap, lisinopril c6 thé trc ché sy
tao thanh angiotensin II thir phat do sy phong thich renin bu trir. Néu ha huyét p xdy ra do co ché nay thi co
thé diéu chinh bang cach bdi hoan thé tich tuan hoan.

- Thiazid c6 thé lam giam dung nap glucose. Can phai diéu chinh liéu cac thudc tri tiéu duong, ké ca insulin.
- Ngung dung thiazid trudc khi thuc hién cac thir nghiém chirc nang tuyén can giap do thiazid c6 thé lam
giam tiét calci niéu, gy ting nhe va timg hoi ndng do calci huyét thanh.

- T4t c4 nguoi bénh ding thiazid loi tiéu (trong d6 c6 hydrochlorothiazid) phai dugc theo ddi dinh ky dién
giai trong huyet thanh va nudc tiéu, nhat 1a ngudi bénh dung corticosteroid, ACTH hodc digitalis, quinidin
(nguy co xodn dinh gy rung that).

- Tac dung ha huyét ap cta hydrochlorothiazid ting 1én & nguoi bénh sau cat bo than kinh giao cam.

- Thiazid c6 thé gay ting nong do cholesterol va triglycerid.

- Than trong & nhiing bénh nhan dang diéu tri giai man cam.

- Phu mach ¢ mat, moi, ludi, thanh moén va/hodc thanh quan da dugc ghi nhén it gap ¢ nhiing bénh nhan
diéu tri voi thude e ché men chuyén. Triéu ching nay co thé x4y ra tai bat c(r thoi diém nao trong khi diéu
tri. Can ngung ding Dorotril - H ngay 1ap tirc, tién hanh diéu tri va theo doi thich hop dé dam bao rang cac
triéu chimg dugc giai quyét hoan toan trudc khi bénh nhan Xuat vién. Ngay ca trong truong hop sung phu
chi khu tra ¢ ludi, khong gay truy ho hap, bénh nhan can dugc tiép tuc quan sat vi viée diéu tri bang thude
khang histamin va corticosteroid c6 thé khong dap tng.

- Trong vai truong hop rat hiém da ghi nhan tr vong do pht mach lién quan dén phu thanh quan hodc phu
luGi. Bénh nhan phu mach ¢ ludi, thanh moén hodc thanh quan co thé gay tac nghén duong ho hép, dic biét &
nhitng ngudi ¢ tién sir phau thuat dudng hd hap. Nhimng truong hop nay, can diéu tri cap ciru nhanh chong.
Truong hop nay c6 thé st dung adrenalin va/hoic duy tri thong thoang duong ho hép. Cén theo d&i bénh
nhan can than cho dén khi tridu ching dugc giai quyét hoan toan va 6n dinh.

- Thubc tic ché men chuyén gay phu mach & nguoi da den voi ty 1€ cao hon ¢ nguoi c6 mau da khac.

- Bénh nhan c6 tién sir pht mach khéng do thudc trc ché men chuyén c6 thé co nguy co bi phtt mach nhiéu
hon khi dung thudc trc ché men chuyén.

- O bénh nhan dung thiazid, phan tmg qua man c6 thé xay ra cho dii bénh nhén c6 tién sir di ing hay khong
hodc & bénh nhan bi hen phé quan. Bénh lupus ban dé hé thong c6 thé tram trong hay boc phat di dugc bao
cao trén vai truong hop dung thiazid.

- Khong dung cho bénh nhan suy than dang tham phan.
PHU NU CO THAI VA CHO CON BU:



- Chédng chi dinh cho phuy nir ¢6 thai vi c6 thé gay tir vong; ting nguy co di tit va giy bénh cho bao thai va
tré so sinh.

- Chua 13 12 lisinopril ¢6 dugc tiét qua sita me khong, tuy nhién thiazid lai di qua sita me. Vi
hydrochlorothiazid c6 kha nang gay ra cac phan ing nghi€ém trong ¢ tr¢ nhii nhi, can phai tinh toan tam
quan trong cta thude ddi voi ngudi me dé quyét dinh 1a ngung cho tré bii hay ngung ding Dorotril - H.
ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC:

Théan trong khi 1ai xe va van hanh may méc.

TUONG TAC VOI CAC THUOC KHAC VA CAC DANG TUONG TAC KHAC:

- Ubng cung lac voi cac thude bd sung kali, thude giit kali hodc cic chat thay thé mudi c6 chua kali, dic biét
& bénh nhan t6n thuong chirc nang thin, c6 thé 1am ting dang ké kali huyét thanh.

- Khong dung chung véi lithium do thudc 1am giam d6 thanh thai cua lithium qua than va lam ting cao nguy
co gay ddc tinh cua lithium.

- Két hop cac thude tri ting huyét 4p khac co thé gy tut huyét ap cong hop.

- Indomethacin ¢6 thé 1am giam hiéu luc diéu tri ting huyét ap khi ding dong thoi véi hydrochlorothiazid va
lisinopril.

- O nhiing bénh nhan c6 ton thuong chirc nang than dang dugc diéu tri véi thue khang viém khong steroid
(NSAID), str dung dong thoi vai lisinopril ¢6 thé dan dén su giam chirc ning than nhiéu hon.

- Thiazid c6 thé 1am ting dap tng voi tubocurarin.

- Phan tng nitritoid (triéu chtng cta sy gidn mach, c6 thé rat tram trong bao gdm: Do bing, budn non,
chong mat va ha huyét ap) sau khi sir dung vang dudi dang tiém (natri aurothiomalat) di dugc ghi nhan
thudng xuyén xay ra & nhitng bénh nhan diéu tri béng thudc trc ché men chuyén.

- Estrogen dung chung vdi lisinopril gay « dich c6 thé 1am tang huyét ap.

- Thiazid c6 thé 1am ting tiém luc ha huyét 4p thé dimg khi ding chung véi ruou, barbiturat hoic thude nga
gdy nghién.

- Thiazid ding chung véi thudc chdng dai thio dudng (thudc udng va insulin): Can phai diéu chinh liéu do
tang glucose huyét.

- Thiazid ding chung véi corticosteroid, ACTH: Lam ting mat dién giai, dic biét 1a giam kali huyét.

- Thiazid ding chung v&i amin ting huyét ap (norepinephrin): C6 thé 1am giam dap tng véi amin ting huyét
ap.

- Thiazid lam giam tic dung ciia cac thudc chéng dong mau, thude chira bénh gut.

- Thiazid 1am ting tac dung cta thudc giy mé, glycosid, vitamin D.

- Nhua cholestyramin hodc colestipol: C6 tiém ning gan thudc lgi tiéu thiazid, lam giam sy hap thu nhiing
thudc ndy qua dudng tiéu hoa.

TAC DUNG KHONG MONG MUON:

- Thuong gap: Chong mat, nhurc dau, di cam, tac dong tu thé (ké ca ha huyét ap), ngat ho, tiéu chay, budn
non, nén, ndi man, chudt rit, mét moi, suy nhugc, ting uré mau, ting creatinin huyét thanh, ting men gan,
giam hemoglobin.

- It gap: Tram cam, dénh trng nguc, kho miéng, qua man/phu than kinh - mach & mit, tay chan, méi, ludi,
thanh mén va/hodc thanh quan, sot, bat lwe, kho chiu vung ngyc, giam hematocrit.

- Hlem gip: Thiéu méau, bénh gout, bai tiét hormon khang loi tiéu khong thich hop, réi loan khiru giac, viém
tuy, yeu co, tang bilirubin huyét thanh.

- Rét hiém: Suy tuy xuong, giam tiéu cau, giam bach ciu, giam bach ciu trung tinh, mét bach cau hat, thiéu
mau tan huyét, ting dudng huyét, ha kali méu, ting uré mau, ting kali mau, phii mach tai rudt, viém gan
(viém té bao gan hodc viém gan r mat), vang da, suy gan, u lympho gia trén da.

* Cac tac dung phu khac, ghi nhan do tung thanh phan riéng 1é:

- Lisinopril: Nh6i mau co tim hay tai bién mach méau ndo co thé do ha huyet ap qué muc ¢ bénh nhan cé
nguy co cao, nhip tim nhanh, dau bung va khong ticu, r0i loan tdm trang, rbi loan tAm than va chong mat co
thé xdy ra, ri loan vi giac va rdi loan gidc ngi, co thit phé quan, viém miii, viém xoang, rung toc, mé day,



d6 mo hoi, ngra, vay nén va rdi loan da ning (bao gdm bénh pemphigut, hoai tir biéu bi, hoi chimg Stevens-
Johnson va hdng ban da dang) da duoc ghi nhan; ha natri mau, uré mau, thiéu niéu/vo niéu, rdi loan chirc
ning than, suy thin cip, viém tuy. Hiém gip cac trudng hop thiéu mau tan huyét.

- Hydrochlorothiazid: Biéng n, kich thich da day, tao bon, vang da (vang da o mat trong gan), viém tuy,
viém tuyen nudc bot, chéng mit, nhiém sac t6 vang, giam bach cau, mat bach cau hat, giam tiéu cdu, thiéu
mau bat san, thiéu mau tan huyét, ban xuét huyét, nhay cam anh sang, ndi mé day, viém mach hoai tir (viém
mach, viém mach da), sét, suy ho hap ké ca viém phdi va phu phoi, phan tng phan v¢, tang duong huyét,
duong niéu, tang acid uric mau, mAt cin bang dién giai nhu ha natri mau, co that co, bon chon, nhin mo
tho4ng qua, suy than, rdi loan chirc ning than va viém than mo ke, can thi cap va glaucom goc dong cép.
Thong bao cho bac si nhiing tac dung khong mong mudn gip phai khi str dung thude.

QUA LIEU VA CACH XU TRi:

Khong c6 thong tin dac hi¢u vé diéu tri qua liéu Dorotril - H. Diéu tri triéu chirg va hd tro 1a chu yéu. Bién
phap diéu tri chu yéu la ngan can sy hép thu va tang bai tiét thude.

- Llen quan lisinopril: Biéu hién qua liéu I giam huyét ap. Trudng hop qua liéu truyén tinh mach dung dich
mubi dang truong hodc tham tach mau.

- Lién quan hydrochlorothiazid: D4u hiéu va triéu chimg thong thuong nhat 13 do suy giam vé dién giai (ha
kali mau, ha chlorid mdu, ha natri mau) va mat nude do loi tiéu qua mirc. Néu c¢6 dung kém thude trg tim
digitalis, tinh trang ha kali méau c6 thé gdy nén loan nhip tim.

DUQC LUC HQC:

Dorotril - H 1 mot san pham phdi hop heu c¢b dinh chira lisinopril, mot chat tc ché men chuyen angiotensin
(ACE), va hydrochlorothiazid, thudc 1gi tiéu nhom thiazid. Ca 2 thanh phan déu c6 tac dong toi uu va tac
dong cong hop ha huyét ap.

* Lisinopril:

Lisinopril 13 thudc trc ché men chuyén angiotensin va 1a mot dan chat lysin ¢ cu tric twong tu
enalapril voi tac dung kéo dai. Men chuyén angiotensin 1a men noi sinh ¢6 vai trd chuyén angiotensin I
thanh angiotensin II. Angiotensin I ting trong mot sé bénh nhu suy tim va bénh than, do dép (mg véi ting
renin. Angiotensin II ¢6 tac dung kich thich tang truong co tim, phi dai co tim, va tac dung co mach gay
tang huyét ap. Thudc trc ché men chuyén angiotensin lam giam nong d6 angiotensin II va aldosteron do do
lam giadm 1 natri va nudc, lam gidn mach ngoai vi, gidm suc can ngoai vi ¢ ca dai tuan hoan va tuan hoan
phdi. Ngoai ra, thude con anh huong toi hé kallikrein - kinin, 1am giam su phéan huy ciia bradykinin, din dén
tang nong do bradykinin, ddy chinh 14 nguyén nhan gay mot s6 tic dung khong mong mudn nhu phii mach
va ho kéo dai ciia cac thude trc ché men chuyén angiotensin.

Thudc e ché men chuyén angiotensin thuong lam giam huyét ap trir khi tang huyét ap do cuong
aldosteron tién phat. Khi méi diéu tri, su thay d6i huyét ap lién quan chat ché vdi hoat tinh renin huyét
tuong va nong do angiotensin II trong huyét twong trudce khi diéu tri.

Céc thudc trc ché men chuyen angiotensin lam giam hu ganh va giam cang thanh mach ¢ thi tam thu,
1am ting cung lugng va chi sb tim, 1am ting stc co bop cua tim va ting thé tich tim thu. Lam giam tién
ganh va giam cang thanh mach tim truong. Cai thién dugc huyét dong tét hon do d6 tang kha ning gang stic
va trc ché hé than kinh giao cam manh hon. Luu luvgng mau ¢ ndo va mach vanh van duy tri t6t ngay cé khi
huyét ap bi ha. Cac thudc trc ché men chuyén angiotensin dugc chi dinh dung cho nguoi bénh giam chire
nang tim thu, nham ngin chin hodc lam cham sy tién trién cua suy tim, giam ti 1& dot tir va nhodi méu co
tim.

Lisinopril cling nhu cac thude tre ché men chuyén angiotensin khéac 1a thudc chuan trong diéu tri ngudi
bénh nhdi méu co tim duoc ding trong vong 24 gio sau khi bit dau con nhdi mau. Thude ciing ¢6 tac dung
du phong nhéi mau co tim.

Lisinopril va cac thudc trc ché men chuyén angiotensin 1am cham suy than trong bénh than do dai thao
duong.

* Hydrochlorothiazid:



Hydrochlorothiazid lam ting bai tiét natri chlorid va nudc kém theo do co ché we ché tai hip thu cac ion
natri va chlorid & éng luon xa. Su bai tiét cac chat dién giai khac cling tang dac bi¢t l1a kali va magnesi, con
calci thi giam. Hydrochlorothiazid cling lam giam hoat tinh carbonic anhydrase nén lam tang bai tiét
bicarbonat nhung tac dung nay thuong nho so voi tac dung bai tiét Cl- va khong 1am thay doi dang ké pH
nude tiéu. Cac thiazid co tac dung loi tleu muirc d6 vira phai, vi khoang 90% ion natri di duoc tai hp thu
trude khi dén dng luon xa 14 vi tri chi yéu thude co tac dung.

Hydrochlorothiazid c6 tic dung ha huyét 4p do giam thé tich huyét trong va dich ngoai bao lién quan
dén sy bai niéu natri. Tac dung ha huyét ap tiry thudc vao su giam sirc can ngoai vi, théng qua su thich nghi
dan cta cac mach mau trude tinh trang giam nong d6 Na+. Vi vay, tac dung ha huyét 4p cua
hydrochlorothiazid thé hién cham sau 1 — 2 tudn, con tac dung loi tiéu xay ra nhanh sau vai gio.
Hydrochlorothiazid 1am ting tac dung cua cac thude ha huyét ap khac.

DUQC PONG HOQC:

Viéc ding dong thoi lisinopril va hydrochlorothiazid c6 it hodc khong ¢6 anh hudng trén sinh kha dung cua
mdi thude. Vién thude phdi hop 2 thanh phan thi can bang sinh hoc nhu 1a ding dong thoi 2 thanh phan
riéng 18.

* Lisinopril:

Lisinopril dugc hap thu chdm va khong hoan toan qua dudng tiéu hoa. Su hap thu cia lisinopril rat khac
nhau giita cac ca thé, c6 thé tir 6 — 60% liéu ding dugc hap thu, nhung trung binh khoang 25%. Thiic dn
khong anh huéng t6i su hap thu thudc qua dudng tiéu hoa. Ban than lisinopril 12 mot diacid c6 san hoat tinh
khi vao trong co thé khong can phai qua qua trinh chuyén hoa méi c6 hoat tinh nhu mét sé thude e ché
men chuyén angiotensin khac. Pat nong do t6i da trong huyet tuong sau khoang 7 gid va duy tri tac dung
khoang 24 gio. Lisinopril khong lién két voi protein huyet tuong. Thudc thai trir qua nudc tiéu ¢ dang
khong bién d6i. Thoi gian ban thai sau khi uéng nhiéu lidu & ngudi bénh co chirc nang than binh thudng 1a
12 gio. C6 thé loai bo lisinopril bang tham tach mau.

* Hydrochlorothiazid:

Sau khi uong, hydrochlorothiazid hap thu twong ddi nhanh, khoang 65 — 15% lidu sir dung, tuy nhién ty 16
nay c6 thé giam & ngudi suy tim. Hydrochlorothiazid tich Ity trong hong cau. Thudc thai trir chu yéu qua
than, phan 16n dudi dang khong chuyén hoa. Thoi gian ban thai cua hydrochlorothiazid khoang 9,5 — 13 glo,
nhung cé thé kéo dai trong truong hop suy than nén can diéu chinh liéu. Hydrochlorothiazid di qua hang rao
nhau thai, phan b va dat néng do cao trong thai nhi.

Tac dung loi tiéu xuat hién sau khi udng 2 gio, dat téi da sau 4 gio va keo dai khoang 12 gio.

Téc dung chong tang huyet ap xay ra cham hon tac dung loi tiéu nhiéu va chi c6 thé dat duoc tac dung day
du sau 2 tuan, ngay ca véi lidu toi uu gitra 12,5 — 25 mg/ngay. Tac dung chong tang huyet ap cua
hydrochlorothiazid thuong dat duoc t6i wu & liéu 12,5 mg. Nén st dung lidu thip nhat va t6i wu lam giam
duogc nguy co tdc dung co hai.

BAO QUAN: Noi kho, nhiét 6 dudi 30 0C, tranh 4nh sang.
HAN DUNG: 36 thang ké tir ngdy san xuét.

THUOC NAY CHI DUNG THEO PON CUA BAC SI.
PQC KY HUONG DAN SU DUNG TRUOC KHI DUNG
NEU CAN THEM THONG TIN XIN HOI Y KIEN BAC SI.
DE XA TAM TAY TRE EM.



