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THUOC U'C CHE CO CHON LOC MEN CHUYEN ANGIOTENSIN
TANATRIL® Vién nén 5 mg

TANATRIL® Vién nén 10 mg
<Imidapril hydrochloride>. THUOC NAY CHI DUNG THEO PON CUA THAY THUOC

CHONG CHi DINH ( Chéing chi djnh TANATRIL & nhimg ngwiri binh sau )

. Nigwiri ¢6 tién sir min cam vii bit ky thanh phin no cia thude,

Ngwdri c6 tién sit phil nidm (phi niém do thude ire ché men chuyén angiotensin (ACE) v.v., phii
niém do di truyén, phit niém méc phii, phit niém t phat v.v.) [Co thé gip phi nidm kém kho tha).
Ngui ding dexiran cellulose sulfat d& hip thy logi trir LDL - cholesterol [cd thé gp ste] (xin doc
mye THAN TRONG ~ twong tic thubc),

. Nawii ¢6 thim phin loc miu véi ming acrylonitrile methallyl sulfonat natri (AN® 69) [c thé gip trigu
chimg dang phan vé] (xin dec muc THAN TRONG - tuong tic thudc).

5. Nguiri mang thai hodic cb thé cé thai (xin doc mpc THAN TRONG - sir dyng khi mang thai, trér da

b

-

B

Thule i nigu giam huydt &p | Vi binh nhin dimg thubc g i co
(trichlarmethiazide, | thé gip he huydt dp manh sau khi
hydrochlorothiazide v.v.). | kbéi  dlu  Ming  imidapril

| hydrochloride, nén phis ding thube
thidn trong abir ghim Héu kb du.
Cic ché phbm chia Tihi (lichi | Trigu chimg ngo dge Inhium (buba
carbonate); ngil, rum, logn tri..} cb thé gip. Chn
Qb fogng thuomg ky néng 49
lithium trong miu, Néu gip dicu bis
thurimg, clin gidm litu bofic ngimg ca
2 thudic

Wi dhing thudlc lgr nigu Tam ting hogt tinh
renin trong huybt neomg, nén ding
imidapril hydrochloride s of ghy ha hayét
iip manh

Imidapnl hydrochloride thic diy tii hip
thu lithivm o dng thin,

Vi chc thufe ching viém khéng steriod

i Thullc chimg vibm khong steroid | The dung Lam ha huyét dp co the by
bk choy con b, {indossethacin ., gim B huydt dp thuimg ki vi oo [ (NSAID) i chd s thag  bep
bign phip thich hop. prostaglandin, nén NSAID e gim tic
MOTA dung  he buylt dp  cds  imidapeil
Tén thiromg mai TANATRIL ‘ TANATRIL i
- Vién nén 3 mg Vién nén 10 mg | Cic ché pham chim knllidinogennse Tb khit ning s s haylt dp qui mie | Sy giln co fron mpch mén & GBng 1éa do
Hogt chat Imidapril hydrochloride li do phdi hgp v imidapril |te dymg 6o ché  con imidapril
Ham hugng MGi vién 5 mE MEi vidn 10 mE hydrozhloride. hydrochloride trén sy plhin buy cisa kinin
T duge Lactose, macrogol 6004, magnesi stearat. ::mt:: hoat tink sin xudt kinin cia
Ogenase
Diang bio ché Vién nén
Miu sic Tring Cic thudc khac co tic dung Bum ha | Tac dung Bm ha huydt ip oo i ting | Phai hop thude o tie dung bigp ddog
Hinh thi byt dp (ohe thube gidm dp, chc nimrat | 180 Cln do huydt dp thimg k3 v | cfag lm gibm manh haybt ip.
=l @@@ @@ v ity chinh lidu hepmg cla o 2 thudc
Kich thude Duimg kinh: 6,0 Duimg kinh: 6,5
ania , mm 4, Phiu ing o0 hai
- Deday: 26mm | Be day: 2, o Phn (g c6 hyi do Tanatril gip & 442 trong 56 6,741 bénh nhin (6,6%). Nhimg phan img hay gfp nhét I
Teong hugng o,ugs‘ 0.0% ho 4,5%, chang mt 0,2%, tyt huyét dp 0,2%, nhire diu 0,2%, kha chiu ¢ bdu 0,2%, phat ban 0,1% v.v.
Ma s nhin biét TA 135 TA 136 (54 ligu thu thip dén 11/1996),
cni ppNm Nhimg bét thidmg vé xét nghiém cin lim sing 6 lién quan dén thudc niy gip o 47 trong 56 832 bénh
; nhén (5,6%), Nhimg bt thuimg hay gap 14 ting céc men SAST (SGOT) (1,4%), ting SALT (SGPT) (1,7%),
-Thag huytdp vi ting creatinin mdu (0,7%) (& thi diém duoe cdp phép).
<ty Wb T A e i (1) Nhimg phin dmg cé hai cé § nghia lim sang (hiém < 0,1%, ¥in s6 chua rd do_béo cdo ty phat).
LIEU LUQGNG VA CACH DUNG: 1. Phii niém mage, bifu hién bing sumg mat, ludi, hiu vl thanh quin kém theo kho thir. Néu gip bt ky

Libu udng thuémg ding cho ngudi lém 13 5 —10 mg imidapril hydrochloride, ding ligu duy nhit mdi ngiy.

Cé thé didu chinh lifu tuy thude tudi vé trigu chimg cia ngwiri bénh. Vi ngui ting huyét ip nghiém
trong, ting huyét ép kém bénh than hode ting huyét ip nhu méd thin, thi liéu khéi diu 1d mdi ngdy ubng

S 71 R TR U IS S —— == =

<Thiin trgag>.

Vi ngwini bénh suy thin nfing md 45 thanh lge ereatinin <30mlphit hoje ndng 4§ creatinin trong huyét
thanh > 3 mg/dl, thi cin thin trong khi ding thude nay. Cin gidm nim lidu hojic kéo dii khodng cich
gifta ciie lidu ding [c6 thé gip ha huyét dp nghiém trong hode suy thin hon nira do lim tdn hai Lo lugng
nude tidu bdi xudt] { xin doc mye thin wong )

THAN TRONG:

1) Sir dyng thin trong (Ciin diing Tanatril thin trgng i nhimg nguid binh sau)

- Nguiri suy thin (xin doc cic mye Lidu lugmg vi cich ding - thin trong - phin tmg co hai).

- Nguii hep dgng mach 3 hai bén than (c6 the lam trim trong thém sy suy chire ndng thin).

- Ngwiri e i lopn mach ndo (Hy buyét dp manh o6 thé gy thidu byt dong méau téi ndo, nén lim & 6 hon
trang thiss nguin benh). ’

Ngudi cao tudi (xin doc myc Thin trong-sir dung & nguii cao tudi).

v

2) Nhimg thiin trong quan trong

Vi nhimg nhom nguii bénh sau diy co thé gap ha huyét ip tam thid nhumg nghiém trong sau khi khoi
dhu diing Tanatril, nén bt diu bing lidu thip hom, rdi ting din liéu, dbng thii phii theo di chit ngudi binh
- Ny bj ting huyét ap nghigm trong,

- Nguini dang thim phan lpc méu,

- Ngwdi dang ding thude Igi niéu (dc biét véi ngwisi moi bit dhu ding thude 1gi nigu).

- Ngwii dang theo ché 4 in kitng mudi nghiém ngjt.

Do tac dyng lm ha huyét dp cia thude co thé giy ching mit hofic chodng ving, nguin bénh chn thin
trong khi tham gia céc hoat déng o nii ro lm di hoi sy tinh tho, nhir 14i xe, lim vide trén cao hode vin
hinh méay mbc v.v...

3) Khiing ding thube 24 giir trwge khi philu thugt.

3. Twomg tic thube.

1) Chiing chi djnh phii hyp thude (Khing dwge ding Tanatril cimg vii nhimg thube sau diy)
Tén thude Diiu hign, triga chimg vit didu tri Cor ché v yéu 18 nguy o0
Iing dextran cellulose sulfat 42 hilp | Co the bj chodng Cellulose dextran sulfut tich dién im tvic
ph logi tir LDL-cholesteral (cat hip iy sin vuedt kinin trong mu v imidapeil
phu LOL Liposarbend) HEC! neomg te vl co chill chuydn hio cla
bradykinin. Si phéi hop niy l4m tang tich
In§ bradykanin

Bénh nhin o6 thim phin bing ming | Co thé ghp phin img phin v
werylondtrile methally] salfonat notrs
(ANEO®)

Vi palyclectolyte ANGS® thic diy sin
wult kinin wong méu, nén imidspel
Tydrochloride tuomg the vii chbt chuyén
hod cin bradykinin, hio qud @ rich 1§
| bradykinin

2)Thén trong khi phii hop thude (Thin trong khi phii hep Tanatril vid cic thufic sau diy)

[ Teén thude Din i, trigu chimg vit didu i) Corché v whu 6 nguy co |
[ Thube Wl nigw g kali | Ham loomg Kali wong buydt thanh ob | Imidapeil hydrochlonide dc ché san wult |
(spironclactone,  tramterene  v.v), | thé ting. Khi phii bop che thale niy, | angiotenisin 1L, bie qua 10 gidm ride
thuec bd sung kali (kali chlorsde vv). | cdn theo d8i chat ché ham hrong kali | aldosteran, nén Lim gem dio thii kel

trong hzyét thanh. Thiln trong dhc bidt vin agudt sy thin,

mit trong cde déu higu trén, cén ngimg ngay thubc vé cb céc bign phip thich hep, nhur ding thude
Khding histamin, hormon vi thugng thin v.v... va gilt vimg duimg hd hip.
. Hiém gap gifim tidu clu nghigm trong. Néu gip chc trigu chimg ndy, phii ngimg thude ngay v cb
nhitng hién phip diéu trj thich hp. K
. W1 ch thé glp bEnh thin chp tinh vi con kich phét cia suy thin, cin theo dai chiit ch? ngudi bénh
vil lim céc test chire ndng thin. Néu gip bit thudng, cin cb cdc bign phip diéu iri thich hop, nhr
nggimg thude.
6 thé gap viém da trée viiy (86 da), hji chimg niém mae - da - mit (hji chimg Stevens -
Johnson vh trigu chimg gibng bénh pemphigus: nédu gip ce tridu chimg nhir ban do, véx dip,
ngirm, sot v.v chn ngimg thufc vi cé nhimg bign phip didu 1 thich hop.
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(2) Nhifng phin émg 6 hai cb ¥ nghia Wm sing (véi cdc thube nong t)
1) Gidm huydt chu toan thé c6 thé gip khi ding cic thube khic (e ché men chuyén angiotensin.
Néu gip cic trigu chimg, phii ngimg thudc ngay va co bign phap didu trj thich hop.
2) Viém tuy ciing c6 gip véi céc thude khic irc ché men chuyén angiotensin. Néu thiy ¢é ting ning
45 amylose, lipase... trong miu, cin ¢6 bién phip thich hop, nhu ngimg thude.

(3) Cic phan img c6 hai khie.
Néu gip bét ky phan tmg co hai nao, cln c6 cie bign phip thich hop, nhir ngimg thube.

Tin s chim 4% > phin (mg co hgi 2 | Phin img co hei < 0,1%
0,1%
Miu Gidm:  homg  chu,  Hemoglohine,
hematocrit, tiéu chu
Ting: bach cu wa eosin
Thin 1 - Thng BUN va creatimin | Protein nigu
trong hayét thanh
Thiln kink - tim thin | Bubn ngi Nhirc dii, mé shng, | Chodng ving khi dimg ddy, mit ngd
chokng ving
Tim mgch Hy huyét ip Tim dp mnh (dinh wing ngich
H hilp Ho, chm gic kha chju | Em, khin giong
ki quilc @ hyag
Tiéw hod Budn nén, nom, kb chin & dy diy, dau
| bung, chin in, tidu chiy
Gan Ting 7-GTP Tang SGOT va SGIT Ting phosphatase kifm vi LDH; ving da
| Qud min cim | Nhay cim, anh sang. | Phat ban, ogim
miy day
| Philn img cé hai kBac | Rung toc, yiu mét, 1€ | Thng kali buybtthank | @ tai, w1 giae Dbt thwimg, khat, tng
chng creatinin phosphokinase (CPK), tie ngye,
mit, phit, &b néng mit

5. Vil ngwirt cao tudl.
Phii thin trong d3c biét khi ding thude cho dbi tong ndy, khoi ddu bing ligu thip hom (vi dy: 2,5 mg)
v theo ddi cdn thin ngui binh,
1) TANATRIL thai trir chil yéu qua thin. Vi & ngudi cao tudi, cé kha ning tbn hru nbng d thubc cao trong
miu, ma ki thudmg co suy gidm chire ning thin, nén céc phén img co hai dé xiy ra hom v the dyng cha
thude o thé ting lén.
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2) Hy huyét ap qui mire i didu khing mong mubn viri ngudi cao wdi (nhéi miu ndo v.v...,

6. Sir dyng khi mang thai, trér dg hode thii ki cho con b,

(1) Chéng chi dinh TANATRIL i ngwii mang thai holic nghi c6 thai (it matc i, thai chét, tir vong so
sinh, ha huyét dp, suy thin, ting kali'méu, gidm sin ndo & 2 em so sinh 43 duge bio cio & nguii
me cb ting huyét 4p ma dimg thube e ché men chuyén angiotensin (ACE) thin gian gilm hoje cudi
cila thai k. Cling gip co chin tay va bién dang so-mit & tré se sinh o6 thé do nguyén nhin it mede 5i).

(2) Phy nit trong théi ki cho con bit khing duge dimg TANATRIL. Néu xét thdy thude qué cin cho
nguin me, phii ngimg cho con bid subt thisi ky me ding thudc (thir nghigm trén chudt cng, thiy
imidapril hydrochloride bai tiét qua sita me).

7. Vi tré em:
Chua xée dinh dirge i an todn cia thube d6i véi tré em.

8. Thin trong
Thin trgng vé phin phii thube:

Vi vién nén TANATRIL duge phin phéi trong vo ép (PTP), cin din db ngwin bénh hay 1y thude khai
mdﬁaggﬁummmmlmmmnmb@nﬁnmdvom cic goc nhon cin vo cd
thé ciru védo niém mac thye quin, giy nhimg bién chimg nghiém trong nhir viém trung thit).

9, Thin trong khic:
B3 ¢ bio céo riing vige phin phéi cic thude irc ché men chuyén angiotensin (ACE) cing véi insulin
hofic cic thudc hy duimg huyét khic 4B d.lngg,iy gidm duimg huyét.

10. Qui iéu Pun——
Chura cir tnoimg hop quit lidu ndo duge béo cio, Néu co nghi ngd dimg qud lidu, cin phii duge didu trj
ein thin va oo cac bign phip hd trg phi hop

DUGC PONG HOC:

Imidapril hydrochloride chuyén hoa cho 4 chit chuyén héa va chit me imidapril hydrochloride. Trong 4

chiit chuyén hoa, chi riéng c6 deng acid di-carboxylic (imidaprilat) 1 cé hogt tinh duge 1y

1, Hip thu:
Nguiri khée manh ung liéu don 10 mg imidapril hydrochloride, thube dgt nong 86 dinh trong huyét wong
sau khi uéng 2 gior v dio thi tir buyét neong v thi gian ban thii khodng 2 gié. Imidaprilat i chdt
chuyén hoa cn hogt tinheia imidapril, dgt ndng 46 dinh (khoang 15ng/ml), sau khi uéng imidapril 6-8
gids, ddo thai din tir huyet twong v thivi gian bin thai khodng & gior.

[

. Chuyén hoa va thii trix

Nguin kivoe mpnh wong liéw khiri diin 10 mg imidapril hydrochloride, thi 25,5 % lifu diing 5 thi trif qua
nurde tiéu trong 24 gid.

Tich liy

Nguiri khée manh ufing lidw khéi diu 10 mg imidapril hydrochloride mit 1an mai ngiy, ding trong
mét tuln lién, thi ndng d imidaprilat trong huyét twomg dat trang thii dn dinh sau 3-5 ngiy ding thudc.
Khing cb dau higu tich 1oy thuie .0 nguii bénh ¢é suy chirc niing thin thi him legng dinh imidaprilat
trong huyét tuomg tang 1én va 58 chim thai trir khoi huyé teong,

oy

DUQC LY HOC

Imidapril hydrochloride 14 tién chit; sau khi udng, bi thuy phin 4¢é 1o dang chuyén hod acid dicarboxylic
(1 imdaprilat) co hogt tinh tre ché men chuyén angiotensin. Imdaprilat drc ché hogt ddng cia ACE, enzym
phin bé ring khiip trong miu va 1€ bio ndi mé cia nhidu loai md. Tae dyng lim ha buyét dp cia imidapril
hydrochlonde 1 do (e ché ACE, tir d6 kim him s tao thanh angiotensin 11, két qua 14 trye tiép hode gidn
tiép lam gidn mach ngoai bién vi gidm sire cin thinh mach,

1. Ue ehé ACE

1} Imidaprilat 14 chit chuyén hod con hogt tinh, e ché cé canh tranh hogt tinh cdc ché phim ACE Ky
tir vé thin cia lom vi tir huyét thanh nguivi; sy tre ché ndy phy thude fidu lugng.

2) Trén chuft cng, ubng imidapril hydrochloride vi imidaprilat e ché phy thuge lidu leong sy ting huyét
dp do diing angiotensin I,

2. Tihe dyng lim hg huyét .

1) Chudt cbng ulng imidapril hydrochloride c6 tae dung ha huyét dp phy thude liéu lugmg (chuft ting
huyét ip tie phat vi chudt gly ting huyét 4p bing 2 - kidney - 1 - clip Goldblatt, Thubc chi ¢ tic dyng
hip huyét dp nhe & chugt e huyét dp binh thidmg, niimg khong 6 higu hye & chudt cong gly ting huyét
ip bing DOCA/ mutre mudi

2) Chuit ting huyét ip ty phit ndng imdapril hydrochloride trong 2 ruin, thiy thude o6 the dyng ha &p &n
dinh vit khing c6 tc dung trén nhip tim.

3) Nguin bénh o6 ting huyét dp ty phit uing nhidu ngdy imidapril hydrochloride véi i 5 - 10 mg mdt
Lin mdi ngdy, thiy thubc cb e dung dn dinh lam ha huyét dp va khéng co tic dung trén sy thay dbi
huyét dp theo nhip sinh hoc mét gy dém.

NGHIEN CUU LAM SANG
4 thir nghifm TANATRIL trong lim sang & 133 cufe diéu tra, ghm thir nghifm so sinh mi dbi:

1. Tiing buyét dp v cin (tir nhe dén trung binh)

TANATRIL cé higu lye & 80,8% (361/447) 56 bénh nhan c6 ting huyét ap v cin tir mire 4§ nhe dén trung
binh.

2. Bénh nhin cd ting huyét dp nghiém trong vi ting huyét dp kém suy thin
TANATRIL 6 hidu hwe iy 100% [19/19) s nguin bénh co thng huyét 4p nghiém mong vi 84,0% (21/25)
sb nguﬁ?énhcﬁﬁnghny&épk&mwﬂﬁn
Tang huyet ap nhuy md thin
Trong nghién ciu 1im sing trén bénh nhin thng huyét ip nhu md thin. TANATRIL c6 higu lic & 80,6
(25/31) sh bénh nhin.

LY HOA TINH

Tén thing thuimg

Imidapril hydrochloride (JAN)
Imidapril (INN)

Tin hod hge:

(=) = (48)-3-[(28)-2[[(18)-1-cth rbonyl-3-phenyl Tamine|propionyl}-1
4-carboxylic acid hydrochloride

ethyl-2. ik idi
¥

Cing thirc phéin tir:
Ciing thire ciu tyo:

CogHy N0, HCI : 441.91

o thit xdy ra).

MOTA

« Imidapril HCI 1A tinh thé miu tring, Khang mii hodic mii hoi djc higu,

* D2 tan trong methanol, tan trong mude, it tan trong ethanol (99,5) va khing tan trong acetate cthyl,
chioroform, diethyl ether vi hexane.

PONG GOT:
Vién nén TANATRIL 5 mg:
H{p 100 vién (10 x 10 vién) trong PTP

Vién nén TANATRIL 10 myg:

Hop 100 vién (10 x 10 vién) trong PTP.

BIEU KIEN BAO QUAN, THOT HAN SU DUNG, TIEU CHUAN.

- Bio quin: Bio quin trong hip kin, dwdi 30°C. Trinh inh ning. Trinh dm sau khi mé hip
- Thini han sir dung: 4% thing k& tir ngay san xufit
- Tidu chudin: el nhi sin xudt

nqc K¥ TO HUGNG DAN TRUGC KHI SU DUNG. NEU CAN THEM THONG TIN, XIN
HOILY KIEN BAC SI. HAY THONG BAO CHO BAC ST HOAC DUQC 51 NHUNG TAC DYNG
KHONG MONG MUON GAP PHAT KHI S0 DUNG THUOC.
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