RX Thuéc nay chi ding theo don thudc

APROVEL®150 mg
irbesartan
vién nén bao phim

:‘w ky hwémg din sir dyng thubc treéc khi ding. D& xa tim tay
am.

Théng béo ngay cho bac si hojc durge si nhirng tic dung khéng

mong muén gip phai khi sir dyng thubc.

THANH PHAN CONG TH(rC THUOC

- Thanh phin hoat cht. 150 mg irbesartan.

- Thanh phidn ta dwgc: laciose monohydrate, microcrystaline

liulose, matri crosc lose, hypromellose, silicon dioxide,

magnesium stearate, titanium dioxide, macrogol 3000, sap
camauba

DANG BAO CHE

Vién nén bao phim Aprovel 150 mg mau trdng dén tréing nhat, hinh

bdu dyc, hai mét 18i, mét mat co hinh qua tim in chim va mat kia khéc

s 2872".

CHI DINH

Aprovel dugc chi dinh ding cho ngui I6n dé:

- @iu trj tang huyét &p (tang huyét 4p nguyén phét)

- bao vé than 84i v&i bénh nhan dai thao dudng typ 2 cb tang huyét
ap va cac béng chirng xét nghiém suy gidm chirc nang théan.

LIEU DUNG VA CACH DUNG

Lidy dung

Libu khéri ddu va duy tri thdng thuémg duwgc dé nghi la 150 mg mt 1an/
ngéy, c6 hodc khong co thirc an di kém. Aprovel véi lidu 150 mg mot
14/ ngay thuremg cb kha nang kidm soat huyét 4p 24 gi¢r tbt hon lidu 75
mg. Tuy nhién, vic khéri tri vér idu 75 mg c6 thé dugc xem xét, nhét 1a
khi bét ddu didu trj & nhirng bé&nh nhan chay than nhan tao hodc nhimng
bénh nhan trén 75 tubi

& nhirng bénh nhan khong ad kiém soét véi lidu 150 mg mét lAn/ ngay,
b thé tang lidu Aprovel ién 300 mg, hodic cc thube chéng tang huyét
4p khac c6 thé dugc thém vao. Dic biét, vigc bd sung mét loai thubc
lgi tidu nhu hydrochlorothiazide 4 dugc chirg minh 14 c6 tic dyng
phu tror véi Aprovel

& bé&nh nhan tang huyét 4p va d4i théo duwdmg typ 2, nén bét ddu dibu
trj & éu 150 mg irbesartan mot IAn/ ngay v4 tang 1én 300 mg mét IAn/
ngéy & ibu duy trl thich hop cho didu tri bénh thén.

Viéc chimg minh ki ich cia Aprovel d8i voi thén & bénh nhan ting
huyét 4p va dai thao d typ 2 dya trén cac nghién ciru sir dyng
irbesartan cing v cac chéing tang huyét 4p khéc, khi cin thiét,
64 8t dugc huyét 4p mong mubn

46 trong bénh nhdn dac biét

Suy thén
Khéng cAn diéu chinh kéu & bénh nhan suy chirc ndng than. Lidu khéi
a5y thép hom (75 mg) nén dugc xem xét cho bénh nhan chay than
nhén tao

mfndnd@mﬂuaMnMnsuygan nhe 84n trung binh
Khéng b thir nghiém [am sang & bénh nhan suy gan n3ng
Nguron lom tudi

Méc dis chn can nhdc bét ddu du tri voi lidu 75 mg & bénh nhan trén
75 tubd. dibu chinh lidu thirdmg khéng chn thibt cho ngudi gid

Tré em

S an toan va hidu qua cia Aprovel & tré em tir 0 dén 18 tubi chua
duge tidt 15p. Hign tai 4G g ob 33 duoe mé t4 trong phén Tac dyng
irting mong mubn, Dugc lc hoe v Duge ddng hoc nhung khdng cb
ichuybn céo Wy ding cho d6i tugng nay.

Cach ding

Ding blng Sutmg ubng.

CHONG CHI BINH

Knting Burge dlng APROVEL rong cac trudmg hop sau.

- d g i irbesartan hodc bt ki thénh phin ndo chira trong Aprovel

- phw nir cb thai hom 3 thang
chbing chi Gints sir dung 8ng thin Aprovel vt cc san phdm co chira
aligiiren & bénh nhén 44 thao duimg hoge suy thin (tbe 80 loc chu
hgn (GFR) <B0 mi / phit / 1.73 1) (xem phin Twong tac, twong ky
el thubc vé Duge e hoc)

CANH BAO VA THAN TRONG KHI DUNG THUOC

i i : ha huyét &p co triéu ching, d&c biét fa
sau liéu GAu tién, co thé xay ra & nhirng bénh nhan bj gidm thé tich va/
ho#c natri do thuéc didu trj loi tidu manh, han ché &n mubi, tieu chay
hodic non. Nhimg tinh trang nhu trén cAn duoc didu chinh treec khi
dung Aprovel.

; tAng nguy co ha huyét &p tram trong va suy thén déi véi
bénh nhan bj hep dong mach than hai bén hodc hep dong mach dén
mdt than hoat dng don 1& dugrc didu tri bang cac san phém thude anh
huéng dén hé théng renin-angiotensin-aldosterone. Mac du diéu nay
khéing dugc ghi nhan véi Aprovel, nhung tac dung tuong ty nén dugc
dy dodn véi thube d6i khang thy thé angiotensin-|l.

Suy than va ghép than: khi Aprovel dugc sir dyng & nhirng bénh nhan
bi suy chizc nang than, nén theo déi dinh ky néng d¢ kali va creatinine
trong huyét thanh. Khéng cé thir nghiém v& viéc sir dung Aprovel &
nhing bénh nhan dugc ghép than gan day.
Bénh nhan tang &1 4p méc bénh daj thao dwdng loai 2 va bénh than:
trong mot phan tich thyc hién nghién ciru déi voi bénh nhan méc banh
than tién trién, hiéu qua cla irbesartan trong bién cé than va tim mach
khong d8ng nhét trén tht ca cac nhém benh. Cy thd, irbesartan tac dung
kém hon & phy nir va cac dbi twgng khéng phai ngudi da trdng (xem
phén Dugc lyc hoc).

he kép cua hé th in-angiotensin sterone (RAAS): co
bang chirng cho thy viéc si dung dbng theri cac thube trc ché men
chuyén, thubc (rc ché thy thé angiotensin Il hogc aliskiren lam tang
nguy co ha huyét 4p, tang kall mau va gidm chire néng than (bao gbm
suy than cép). Do @6, khong nén sir dung trc ché kép RAAS théng qua
viéc sir dyng két hgp cac thube (rc ché men chuyén, thube (rc ché thy
thé angiotensin Il ho&c aliskiren (xem phan Tuong tac, twong ky cia
thube va Duge luc hoc). Néu cAn thiét phai didu trj véi cac thube (o ché
kép, phai co sy giam sat cla béc sT chuyén khoa va phai theo d6i chét
ché thuérng xuyén chirc ning théan, dién gidi va huyét 4p. Khdng nén st
dyng dbng theri cac thube e ché men chuyén va thube G ché thy thd
angiotensin || & bénh nhan méc bénh than dai théo dudng.
Tang kali méu: cing nhu c4c thubc khac anh hudng dén hé théng
renin-angiotensin-aldosterone, t4ng kali mau cé thd xay ra trong qué
trinh digu tri v&i Aprovel, d3c biét |4 trong treémg hop suy than, suy
giam protein niéu do bénh than dai thao duong va/hodc suy tim. Can
theo dBi chét ché kali huyét thanh & nhirng bénh nhén o6 nguy co (xem
phén Tuwong tac, twong ky clia thubc).
Lithium: khéng nén két hop lithium va Aprovel (xem phin Tuong tac,
turong ky clia thubc).
Hep van déng mach chd va van hai |4, bénh co tim phl dai tac nghén:
nhu véi cac thube giSin mach khéac, cAn déc biét than trong & nhiing
bénh nhan bj hep d&ng mach chl hodc van hai I, hodc bénh co tim
phi dgi thc nghén.

bénh nhan méc cm:mg aldosteron
nguyén phét thuémg sé khéng dap Gng véi cac san phim thubc ha
huyét 4p hoat déng théng qua sy e ché hé théng renin-angiotensin.
Do d6, viéc sir dyng Aprovel khdng dugc khuyén céo.

: & nhimg bénh nhén 6 trrong liyec mach méu va chire ndng
thén phy thudc chii yéu vao hoat déng cia hé théng renin-angiotensin-
aldosterone (vi dy bénh nhan bi suy tim sung huyét n4ng hosc bénh
thén tiém 4n, bac gdm hep ddng mach than), dibu tr béng thube e
ché men chuyén angiotensin hogc thube abi khang thy thé angiotensin
-1 &nh hudmg 8én hé théng nay cb lién quan dén ha huyét 4p cAp tinh,
t4ng azote mau, thibu niéu hogc hiém khi suy thgn clp. Nhu vél bét ky
tAc nhan ha huybt 4p nao, gidm huyét 4p qua merc & bénh nhan méc
bénh co tim thibu mau cyc b hose bénh tim mach thibu méu cyc bd c6
thé dén dén nhdi mau co tim hodic 44t quy.

1r& em cho dén khi cb them dr ligu (xem phan Tac dung khéng mong
muén, Duroc lyc hoc va Dugce ddng hoc).

Lactose: Bénh nhan c6 bénh di truyén hiém gép v& khong dung
nap galactose, thiéu hyt tdng sé lactase hodc kém hép thu glucose-
galactose khong nén dung thubc nay.

S DUNG THUGC CHO PHY NI¥ cO THAI VA CHO CON BU

Phu nr co thai : 4
Viéc stz dung AlIRAs khéng duoc khuyén nghi trong ba thang dau clia
thai ky (xem phan Canh bao va than trong khi dung thuéc). Chéng chi
dinh dung AlIRAS tir sau théng ther ba cia thai ky (xem phan Chéng chi
dinh va phAn Canh béo va than trgng khi ding thuée).

Bang chirng dich t& hoc lién quan dén nguy co gay quai thai sau khi
tiép xuc vori thubc irc ché men chuyén trong ba thang dau cla thai ky
vén chura dugc két lugn; tuy nhién khong thé loai trir sy gia tang nho
trong rii ro. Mac di khong ¢6 dir ligu dich t8 hoc kidm soat vé nguy co
véi thube dbi khang thy thé Angiotensin |1 (AlIRAs), nhirng rti ro twong
tir c6 thé 1Bn tai d6i véi nhom thuée nay. Triz khi viée tidp tuc diéu tr
béing AIIRA dugc coi la can thiét, bénh nhan cé ké hoach mang thai
nén dugc didu trj thay thé bing thubc trj tang huyét ap da dugrc thidt
jap hé so an toan & sir dyng trong thai ky. Khi chan doén c6 thai, nén
ngirng diéu trj bAng AllIRAS ngay I4p tirc va néu cAn, nén bét diu didu
trj thay thé.

Phoi nhigm véi liéu phap AIIRA tir sau thang thir ba cta thai ky dugc
biét la gdy dbc cho ngudi (gidm chirc nang than, thiéu &i, cham phat
trin sQ) va nhiém dc & tré so sinh (suy thén, ha huyét ap, tang kali
mau). Néu tiép xuc véi AlIRAs da xay ra ti ba thang thir hai cUa thai
Ky, nén siéu am kiém tra chirc ndng than va hdp so. Tré so sinh ¢ me
a4 ding AIIRA nén dugc theo doi chat ché vé ha huyét ap (xem phan
Chéng chi dinh va phain Canh bao va than trong khi dung thuéc).

Phu nfr dang thoi ky nudi con bang stra me

Do khéng cé théng tin lién quan dén viéc sir dung Aprovel trong théri ky
nubi con béng stra me, Aprovel khéng dugo khugén cao va nén dugc
thay thé béng c4c phirong phap didu trj béng thubc trj tang huyét 4p da
dugc thiét 1ap hd so an toan hon, d4c biét Ia trong khi nudi con bang
s(ra me & tré so sinh ho&c sinh non,

Hién khong biét ligu irbesartan hogic cac chat chuyén hoa cla thubc co
bai tiét qua stra me khong.

DG lidu duge ddng hoc / dde tinh hién c6 & chudt da cho thay sy bai
tiét irbesartan hodc cac chét chuyén héa cua thube trong stra chudt me.

Kha néng sinh san.
Irbesartan véi lidu gay ra cac déu hig¢u dAu tién cda déc tinh khéng anh
huéng dén kha nang sinh sdn ciia chudt me, va con céi cla chang.

ANH HUONG CUA THUOC LEN KHA NANG LAl XE, VAN HANH
MAY MOC

Dya trén céc dac tinh dugc lyc hoc, irbesartan khéng c6 anh huéng
@én kha néng 14l xe va sir dyng may méc. Khi lai xe hodc van hanh
may méc, cén luu y réng chéng mat hosc mét méi cb thé xay ra trong
qud trinh didu tri.

TUONG TAC, TUONG KY CUA THUOC

. céc thube tr
tAng huyét 4p khéc cé thé 1am tang tac dyng ha huybt &p clia irbesartan;
tuy nhién Aprovel 04 dugc sir dyng an toan voi cac thube didu tri ting
huyét ap khac, chdng han nhu thubc chen beta, thubc chen kénh canxi
tac dyng dai va thubc g tidu thiazide. Didu tr truére béng thubce lgi tidu
libu cao c6 thé dBn dén suy gidm thé tich va cb nguy cor tut huyét ap
khi bét dAu didu tri bang Aprovel (xem phdn Canh béo va Thén trong
khi ding thubc).
Céc thubc 6 chira Aliskiren vé G ché men chuyn: d ligu thir nghiém
I4m sang a4 chi ra réng sy (rc ché kép clia hé théng renin-angiotensin-

Thes quan sét abi véi cac thubc o chéd men chuybn angi
irbesartan va céc thubc dbi khang angiotensin khéc r8 rang 14 kém hidu
qua trong viée ha huybt 4p & ngudi da den so v ngudi khdng da den,
6 thé 14 do tink Irang renin thAp phé bién hon trong dén sé da den cao
huyét 4p (xem phan Dueec lyc hoc)

Phy 0l mang thai: Thubc abi khang thy thd angiotensin Il (AllRAs)
Kkhéng nén dugc bt dhu dung trong khi mang thai. Trir khi viéc tiép tyc
gibu trf béing AlIRA duge col 1 can thiét, bénh nhan cb ké hoach mang
thal nén dugc didu trf thay thé bling thube trf tang huyét 4p 43 dugc
thidt 15p hd s an toan 04 s dyng rong thai ky. Khi chén doén cb thai,
nén ngimg didu trf bang AlIRAS ngay i4p tirc va néu cAn, nén bét dbu
dibu tr] thay thé (xem phén Chéng chi ginh va Sir dyng thuc cho phy
nir cb thai va cho con ba)

Dén sb ik em irbesartan 08 dugc nghién clru & dan sb iré em tir 6 dén
16 tubi nhung d ligu hién 1ai khdng aG 6 hd trg mdr rdng sl dyng &

(RAAS) théing qua viéc sir dyng két hgp céc thube (rc ché
men chuyén, thube (rc ché thy thé angiotensin || hoac aliskiren cé lién
quan v6i tAn sb cao hon tac dyng phy nhu ha huyét ap, tang kali méu
vé giam chirc néng than (bac gbm ¢4 suy than cAp) so véi viéc sir dyng
mét logi tac ddng RAAS duy nhét (xem phAn Chéng chi dinh, Canh béo
va Thén trong khi ding thube va Dugc lyc hoc)

i ) i . dya trén thir nghiém stz
dyng cac thubc khac cb anh hudng dén hé thdng renin-angiotensin,
sir dyng dbng thon thubc lri tiéu gitr kali, bb sung kall, mudi thay thé
o6 chira kali hodc c4c thubc khic o6 thé 1am tang kali huyét thanh (vi
dy nhi heparin) c6 thé din 0én tang kali huyét thanh va do 46, khéng
auu%cc khuyén cao ding (xem phin Cénh bao va Thén trong khi ding
thubc).

Lithium: sy gia tang cb thé dao ngugc vé ndng 60 va ddc tinh cla
huyét thanh fithium da dugc béo co trong qué trinh s dung dbng

théri véi thuéc ire ché men chuydn angiotensin. Higu (g tuong ty voi
irbesartan r&t hiém khi dugc bdo céo v cho dén nay. Do 86, sy két
hop nay khong dugc khuyén céo dung (xem phan Cdnh béo va Than
trong khi dng thuéc). Néu si két hgp %r:t;‘ns r:mh ia cAn thiét, nén theo
i lithium tros uy! anh.

S i e ng: khi thubc déi khang angiotensin 1f
dugc dung dbng thai véri thubc khéng viem khéng steroid (turc 14 thubc
(rc ché chon loc COX-2, axit acetylsalicylic (> 3 g/ngay) va NSAID
khéng chon loc), cb thé [am suy gidm tac dyng ha huyét ap.

Cang nhu cc thubc (rc ché men chuyén. s dyng dbng thoi cac thubc
8bi khang angiotensin Il va NSAID c6 thé déin dén tang nguy co lam suy
giam chrc nang than, bao gdm suy than cAp cb thé, va tang kali huyét

thanh, dac biét & nhirg bénh nhan d3 c6 chirc nang than kém trudc

dé. Sy két hgp nén dugc thire hién mét cach than trong, dac bigt 13 &

ngudi cao tudi. Bénh nhan can dugc ubng nudc ddy di va nén theo

déi chirc nang than sau khi bat dAu didu tri ddng theri, va dinh ky sau dé.

i Y n: trong céc nghién ciru
lam sang, dugc déng hoc cia irbesartan khdng bj dnh hudng béi
hydrochlorothiazide. Irbesartan dugc chuyén héa chl yéu béri CYP2C9
va & mic 80 thip hon blng glucuronidation. Tuong tac dugc ddng
hoc hodc dugc lyc hoc quan trong dugc quan sat khi irbesartan phdi
hop véi warfarin, mét sén phdm thubc drgc chuydn héa béi CYP2CS.
Téc dyng cla thubc gay cam (g CYP2CS nhu rifampicin 881 véi durgc
dong hoc cua irbesartan chua dwgc danh gia. Dugc ddng hoc cla
digoxin khong bj thay ddi khi dung chung irbesartan.

TAC DUNG KHONG MONG MUON CUA THUOC
Trong cac thi nghiém kidm so4t gia drroc & bénh nhan tang huyét ap,
ty 1& chung cGa cac tac dung phy khéng khac nhau gilra irbesartan
(56,2%) va nhom gia dugc (56,5%). Viéc ngung didu tr) do bat ky tac
dung phy hodc xét nghiém nao it gap hon & bénh nhan diéu trj bang
irbesartan (3,3%) so véi bénh nhan diu tri gid duoc (4,5%). Ty 1& méc
cac tac dung phy khong lién quan dén lidu dung (trong khodng lidu
khuyén c4o), giéi tinh, tudi tac, chiing tdc hodc théri gian didu tri
O bénh nhan tang huyét ap dai thao dudmg cb albumin nigu vi lrgng
va chirc néng than binh thuéng, chéng mét va ha huyét ap tu thé dimg
dugc bao cdo & 0,5% bénh nhan (tirc la khdng phd bién) nhung nhidu
hon so v&i gia dugc.
Bang du6i day trinh bay céc tac dung bét lgi cia thude dugc bao cao
trong cac thir nghidm kidm soét gid dugc trong d6 1.965 bénh nhan
téng huyét 4p da dung irbesartan. Cac thuat nglr dugc danh dau sao
(") d& cap aén cac tac dung bét i dugc bao cao bd sung & > 2% bénh
nhan tang huyét 4p dai thao duéng bj suy thdn man tinh va tang protein
niéu hon so véi gia dugc
Tan sudt clia cac tac dung bét Igi ligt ké dudi day dugc xic dinh theo
quy i sau: rat thuéng gap (2 1/10); thuong gap (2 1/100 aén <1/10);
khdng thueémg gép (2 1/ 1.000 dén <1/100); it gdp (= 1/10.000 dén
<1/1.000); r4t it g&p (<1/10.000). Trong mdi nhém tAn s, céc tac dung
:hbng mong mubn dugec trinh bay theo thir tir gidm din mirc 36 nghiém
ong.
Tac dung bét lgi dugc bao cao bd sung tir thir nghiém sau tiép thj
cling dugc liét ké. Nhimg tac dyng bt igi nay ob ngubn géc tir cac
béo céo ty phat.

Khéng r&: gidm tidu cAu .

Khéng r8: phan (g qué man nhu phi mach, phat ban, ndi mé day,
phan @ng phan vé, sbc phan vé

Khbng‘ rd: tAng kali mau

Thurtmg gap: chéng mat, chong mat tr thé -
Kndng 16 : hoa mét, nhirc diu.
Réi loan tai va mé dao

Khéng rd: O tai
R 4
Khéng thudmg ga3p: nhip tim nhanh



Bdi loan gan mat
Khong thudrng glip: vang da
Khéing r0: viém gan, chirc ning gan bt thuéng

Khdng r6: viém mach bach chu
Bi loan co xuong va mo lian kbt

Thudrng gép: dau co xwong khop*

Khéing r8: dau khép, dau co (trong mot sb trrtrng hop két hop vei tang
nbng 46 crealine kinase trong huydt trong), vop bé.

R loan than ya 1iét nidy.

Khdng r6: chirc nang thén bj suy gidm bao gbm ca cac trudng hop suy
than & bénh nhan ¢ nguy co (xem phan Cénh bao va Than trong khi
dong thudc)

Khéng ro. rbi loan chirc néng tinh dyc

Thuéng géip : mét
Khéng thudrmg gdp : dau ngirc

Rt thuréng gép: Tang kali mau xdy ra thudng xuyén hon & bénh nhan
dai théo dubng dugc didu trj bAng irbesartan so v gid duge. O benh
nhn tang huybt ap dai thao dudmg co albumin nidu vi lugng va chire
nang thén binh thudmg, tang kali mau (z 5,5 mEq/L) xdy ra & 29,4%
bénh nhan trong nhém irbesaran 300 mg va 22% bénh nhan trong
nhom gid duge. O bdnh nhan ting huyét &p dal thdo dudng bl suy
thdn man va tang protein nidu, tang kall mau (2 5,5 mEq/L) xdy ra &
46 3% bénh nhan trong nhom irbesartan va 26,3% bénh nhan trong
nhom gla dugc
Thuong gép © sv gla ting dang ké creatine kinase trong huydt lwong
thurémg dugc quan sat (1.7%) & nhing db1 twong duge didu tr| biing
irbasartan. Khong co sy gia tang nao trong 88 nay duge xac dinh cé lidn
quan dén co x khérp. Trong 1,7% bnh nhan tang huydt 4p méc
bénh than dai thao dudng tién tidn durgc didu trj bAng irbesartan, glam
hemoglobin *, khong co y nghia lAm sang, da duoc quan sal,

Trong mot thir nghiém ngdu nhién vl 318 tré em va thanh thidu nién
tang huydt p tir 6 dén 16 tudi, cée the dung blt gl sau day xdy ra
trang glai dean mi 001 3 twdn: nhire ddu (7,9%), ha huydt 4p (2,2%),
chéng mat (1,9%). ho (0,8%). Trong ther glan tidn hanh 26 tun caa thir
nghlém nay, cac bt thudng trong phang thi nghidm thudng giip nhat 1a
tAng crealinine (6,5%) va tang gid tr CK & 2% trd em didu trj.

Béo cdo cac tho dung bt kel nghi ngdr sau khi thube duge cbp phép 1&
vt quan trong. Viéc nay cho phép tidp tue theo dai sy can bing ol ich
/ ril ro cun thube. Cac chuydn gla cham sée sie khda duge yéu chu
bao coo bt ky tac dung bt gt ndo bl nghl ngér thong qua hé thdng
béo cho qube gia

QUA LIEU VA CACH XU TRI

Thir nghidm & ngudrd lom tidp xue vort lidu dén 900 mg / ngdy trong 8
tudn cho thdy khang c6 ade tinh. Cée ddu higu rd nhat cua qud fidu la
hia huydt ap vA nhip tim nhanh; nhip tim cham cang c6 thd xdy ra do
qud lidu, Khong co thdng tin cu thé vé dibu trf qua lidu vol Aprovel, Bonh
Ahan cAn dueo theo doi ehat chd, didu trf tridu chimg va hd tro, Cic
blén phap duge 98 xult bao pdm gay ndn mira va / holic rira da day.
Than hoat tinh co thé hou (ch trong didu trf qua lidu. Irbesartan khong
durge loal bd bAng loo miu nhan teo

PAC TINH DUQC LYC HQC

Nhom duge ly didu tri: 381 khang thy thd anglotanain II

M 88 ATC |4 GOBCAO4

Ca ché lac dung. ibesartan |a mdt chat ddi khang manh, tae ddng
qua dudng ubng, va chon loc voi thy thd cta angiotensin:Il (typ AT ).
Thude chan todn bo 1ac dOng cda angiotensin-Il qua trung glan thy thd
AT, bt ké ngudn gde hodic con dudmg tng hop cia anglotensin:Il. DI
khang chon 10¢ lhx thd cua anglotensin-Ii (AT ) lam tang ndng do renin
huydt tromg v nong 9 anglotenain-Il, 1am gidm ndng d¢ aldosteron
huybt trong. Ndng 40 Kall huydt thanh khong bl anh hudng dang kd
bl irbesartan don 1 & by Khiydn cao. Irbesartan khong o ché men
chuydn (kininase-Il}, mdt loal enzyme teo angictensin-Il v ¢ang lam
bién a1 bradykinin thanh cac chlt chuydn hoa khdng hoat dong.
Irbasartan oo thc ddng ma Khong cAn phal qua chAt chuydn hda hoat

aomg

Higu aud 1Am sang.

Tang huyét &p

beaartan 1am ha huydt &p voi dah hudng 141 thidu 18n nhip tim. Sy

gidm huydt 4p lign quan libu 6 khuynh huréng di vé phia dinh binh
nguy@n & fidu trén 300 mg dung mét IAn/ngay. Cac lidu 150-300 mg mit
1An/ngdy 1am ha huydt ap do & tr thé ngdi va do & tur thé ndm trong ther
glan day (nghia 1a 24 gi&r sau khi dung thubc) trung binh 14 813 / 5-8
mmHg (huyét 4p tam thu / huyét &p tAm truong) nhidu hon khi so véi
nhng nguél ding gia duge.
Giam huyét ap dinh dat dugc trong vong 3-6 gi¢r sau khi udng thude va
tac dung ha huyét ap duge duy trl 1t nhdt 24 gier. Trong 24 giér huybt ap
ha B80-70% céac dap (ng huybt 4p tam thu va tam treong ther gian dinh
& lidu dd ngh. Libu ding 150 mg mot IAn/ngay Iam ha huyét 4p day va
huyét 4p trung binh trong 24 gl trong ty nhw khi dung tdng lidu a6
nhung chia lam 2 lAn/ngay.
Tac dong ha huybt ap ctia Aprovel thAy rb sau 1-2 tulin, vél hidu qua
181 da xudt hign vao 4-6 twln sau khi bét dAu didu trj. Céc tac dong
gidm huydt ap dugc duy trl trong subt theri gian didu trf dai han, Sau khi
ngung didu tri, huybt 4p dn dhn trér lgi méc ban dhu, Khéng quan sat
thay hién trong tang huyét 4p doi nguere.
Céc téc dung ha huyét ap cla irbesarian vé cac thube loi tidu thiazide
1a cong hudng. ¢ nhirmg bénh nhan khong dugc kidm sodt di bing
Irbesartan don tr, viéc b sung hydrochlorothiazide lidu thap (12,5 mg)
véo irbesartan mot [An m8l ngay s& cho két qua gidm huyét ap nhidu
hon 8o voi didu chinh bng gid duge & khoang 7-10 / 3-8 mm Hg (tam
thu / tAm treeong).
Hidu qud cua Aprovel khong bj dnh hudng béi twdi tae holie gidi tinh,
Nhuw cée thude khac énh huéng dén hd théng renin-angiotensin, bénh
nhan tang huybt ap da den ¢ phan dng it hon déang k& véi ligu phap
don trf lidu irbesartan. Khi irbesartan duge ding ddng thol véi mot du
hydrochlorothiazide thép (vi dy 12,5 mg mdi ngay), b&nh nhén da den
dap g vol the dung ha huydt &p gAn nhir bénh nhan da trdng.
Khong c6 thc ddng 1Am sang quan trong nao trén acid urlc huydt thanh
hogo bal tidt acid uric ra nude tidu.
Dén sd trd om
Muc tiou glam huydt dp véi lidu 0,5 mgrkg (thAp), 1,6 mg/kg (trung binh)
va 4,5 mg/kg (cao) cla Irbesartan a8 dugc danh gia trong 318 bénh
nhan tang huybt &p hodo co nguy co (bénh iidu duong, tidn siv gla
dinh tang huydt 4p) 18 tré em va thanh thidu nién tir 6 ddn 16 tudi trong
khodng thei gian ba tubin, Vao cudl ba tulin, mire gidm trung binh so
V&l ban ddu trong cde thanh phin tidu chi higu qua chinh, huydt dp tam
thu (SeSBP) 1a 11,7 mmHg (Idu thdp), 9,3 mmHg (Idu trung binh), 13,2
mmHg (Iidu cao). Khong 6 sy khéic bit dang ké gitka cde lidu nay. Didu
chinh thay ddi trung binh ctia huydt ap tam truong lde ngdi (SeDBP)
nhuw sau: 3,8 mmHg (1du thdp), 3,2 mmHg (Idu trung binh), 6,6 mmHg
(lldu. cao). Trong khodng thori gian hai tudn idp theo khi bonh nhan
duge ngdu nhidn tai st dung san phdm thude hodc gld duge, bénh
nhén ding gia duge da ting 2,4 v 2,0 mmHg & SeSBP va SeDBP so
véri +0,1 vt -0,3 mmHg 14n lugt thay ddi & nhamg lidu irbesartan trén
(xom phAn Lidu ding).
Tang huydt dp va bonh than & bnh nhéan dal thao dudmg typ 2
Thir nghiém Irbesartan trén ngudl bénh than dal thao dudng (IDNT)
cho !hgy irbesartan [am gldm sy 1én tridn cla bonh than & benh nhan
suy thgn man va tang protein nigu, IDNT 1& mot thir nghigm mu doi,
kidm sodl, ty 10 mic banh va i vong so véi Aprovel, amlodipine va gla
duge. Trong 1.715 banh nhan ting huydt ap méc bonh dal thio dudng
logl 2, proteln nigu = 900 mg/ngdy va creatinine huydt thanh dao Ao
tir 1,0-3,0 ma/dl, the dung 1au dal (trung binh 2.6 ndm) clia Aprovel dbi
vérl sy tidn Ir&n ciin bonh than va W vong do mol nguydn nhan da dugc
danh glé. Banh nhan duoe didu chinh 1du tir 75 mg dén lidu duy ti 300
mg Aproval, tir 2,5 mg ddn 10 mg amlodipine, hodie gia dugre theo khd
nang dung nap. Bonh nhan trong tt cd cae nhdm didu tej thudng nhan
duge r 2 dén 4 thude chdng tang huydt ap (vi du: thude 101 1idu, thude
chen beta, thude chen alpha) dd dat duge myc tidu huydt dp duge
xdc djnh truero 14 5 136/85 mmHg hodo glam 10 mmHg huydt 4p tam
thu ndu mire ban dhu > 160 mmHg. Sau muel phan tram (60%) banh
nhan trong nhom gid duge dat duge huydt dp myc tidu ndy trong khi
con 86 ndy 1An luat 13 76% va 78% & nhom Itbesartan va amlodipine
Irbesartan lam gidm dang kd nguy co twong d8i tidu chi tdng hop bao
adm tang gAp Aol crealinine huydt thanh, banh than glal doan cubi
(ESRD) hodic tlr vong do mol nguydn nhan. Khodng 33% bénh nhan
trong nhom Irbesartan gap bidn ¢d than trong gop cdc tidu ehi chinh so
viri 30% var 41% & nhom gld duge v amlodipine [gldm 20% nguy cor
twrong d61 80 vori gId dure (p = 0,024) va gidm 23% nguy oo twong ddi
80 voi amlodipine (p = 0,008)]. Khi cdo thanh phan ridng 1d cla tidu chi
chinh duge phan tich, khdng o ghi nhan vt by vong do mol nguydn
nhan, trong Khi xu hudng gidm ESRD va gldm dang k& vige tang gbp
doi creatinine huydt thanh 34 duge ghl nhan.

Céc phan tich duti nhém bao gdm gidi tinh, ching e, tubi tac, thei
gian méc bénh dai thao duong, huyét ap ban dhu, creatinine huyt
thanh va ty 1& thanh thai albumin da dugc danh gia cho hidu qua diby
r|. Trong c4c phan nhom nr va ngudi da den dai dién trong ang 32%
va 26% dan sb nghién ctu, loi ich than khong 16 rang, méc dis khodng
tin ¢4y khong loai trir didu 0. péi voi tipu chi phy gbm cha céc bién
cb tim mach gay tir vong va khong gay tir vong, khong c6 sy khac bigt
gitra ba nhém Lrong téng thé, mac du ty 18 méc nhdi méu co tim (NMCT)
khéng gay tir vong tang 18n & phy nr va gidm ty 16 mic NMCT khong
gay tlr vong 1 thdy & nam gidi trong nhém [rbesarlan 80 v&i lidu phép
gl4 duge. Tang ty 18 méc NMCT khéng gay ti vong va dot quy & nix gidi
trong nhém digu trf vé&vi irbesartan 80 v&l nhom didu trf béng amiodipine,
trong khi nhap vién do suy tim dé gidm trén todn bo dan 86. Tuy nhién,
chura c6 gléi thich phis hgp cho nhmg phét hién nay & phy nir.

Nghién ciru “Céc tac dong cla irbesartan trén dam niéu vi lugng & bénh
nhan tang huybt 4p kém déi thao dudng typ 2° (Effacts of Irbesartan on
Microalbuminuria in Hypertensive Patients with type 2 Diabetes Mellitus
= IRMA 2) cho thAy irbesartan lidu 300 mg lam cham tidn trinh dan
@dn dam nidu [Am sang & bénh nhan cé dam nidu vi luvgng. IRMA 2 |a
nghién ctru vé ty 16 mAc bénh, m doi dugc kidm soat gia dugc & 590
bénh nhan méc bénh dél thao dudng tuyp 2, dam niéu vi lugng (30-300
mg / ngdy) vA chirc nang than binh thuting (creatinine huyét thanh <
1,5 mg/dl & nam va < 1,1 mg/dl & n0). Nghién c(ru g8 danh gia tac dung
18U dal (2 nam) cla Aprovel dbi véi si lién tridn thanh tang protein niéu
1am séng (ty 16 bal tiét albumin trong nude tidu (UAER) > 300 mg/ngay
va tang UAER It nhAt 30% so vé&i ban dAu). Myc tidu huyét 4p duoc
x4c dinh trude 18 < 136/85 mmHg. Céc thude chbng tang huyét ap bd
sung (khong bao gdm thubc e chd men chuydn, thubc dbi khang thy
thé anglotensin Il va thubc chen canxi dihydropyridine) da dugc thém
vao khi cAn thiét aé giup dat duge huybt ap myc tidu. Méc du huyét p
as dat dugc twong ty & 1t cd cAc nhom didu tri, nhung co it dbi trgng
trong nhom Irbesartan 300 mg (5,2%) so vl gid duge (14,9%) hode &
nhém [rbesartan 150 mg (9,7%) dat dén két cyc ciia protein nidu 1am
sang, chirg minh gldm 70% nguy co teong dbi so véi gia duge (p =
0,0004) cho l1du cac hon, MOt sy cal thidn di kém trong d6 loe cAu than
(GFR) d& khdng dugc quan sat thdy trong ba thang dAu dibu tr|. Sy
ch&m lai trong qué trinh tén tridn thanh protein nidu 1am sang I4 r8 rang
ngay sau ba thang va tidp tyc trong giai doan 2 nam, Sy hdi phuc dén
binh thurdrng héa albumin nigu (< 30 mg/ngdy) thudng gép hon & nhém
Aprovel 300 mg (34%) so vé| nhém gid duge (21%).

Ue chd kép hé thdng renin-anglol dostarona (RAAS)

Hai thir nghigm ngdu nhisn, ¢ dbi chimg lom (ONTARGET (Tidp tyc
Telmisartan don 18 va trong phél hop vél Ramipril thir nghiém két cuc
todn cAu - ONgoling Telmisartan Alone and In combination with Ramipril
Global Endpolint Trlal) va VA NEPHRON-D (Cwu chidn binh bénh than
trong déi théo dudmg = The Veterans Affairs Nephropathy in Diabetos)
da danh gla vide sir dung két hop thube e chd men chuyén (ACE-
inhibitor) vé1 thude chen thy thd I (Angiotensin |1 receptor blocker).
ONTARGET I mdt nghién ciru duge thye hign & nhing bdnh nhan cb
tidn st banh tim mach hotie mach mau ndo, hodic dal thao dudng typ 2
kém theo blng chirng tdn thirong cor quan ndl tang. VA NEPHRON-D
1& mot nghidn ciru & bénh nhan dal thao dudng typ 2 va bénh than dal
théo dudng.

Nh@ng nghien ciu nay cho thy khong co fch loi dang ké ddi véi két
oy trdn thén va/holie tim mach va ty 1§ tir vong, trong khi ting nguy cor
tang kali mau, tdn thwong than cdp vivhoiic ha huydt ap so véi don tr
ligu da dwgre ghl nhan. Véi diie tinh duge lye hoe twong t, nhing két
qua ndy cng phit hop vér cde thude tre chd men chuydn va thudo chen
thy thd angiotensin |1 khac.

Da d6, khong nén st dung ddng thoi céc thube tre chd men chuydn
va thude chen thy thd anglotensin Il & bdnh nhan méde banh than dai
thdo dudng.

ALTITUDE (Thir nghiom Aliskiren trong banh nhan tidu dudmg typ 2
cd benh tim mach va b@nh thin - Aliskiren Trial in Type 2 Diabetes
Using Cardiovascular and Renal Disease Endpoints) [& mdt nghian curu
dugc thidt kb dd danh gid lo| (ch coa vige thém aliskiren vao lidu phap
idu chudn cda thudc e ché men chuydn hotic thube tre ché thy thé
angiotensin Il & bdnh nhan dai thao dudng typ 2 va bdnh than man
tinh, banh tim mach, hodc ¢ hal, Nghidn ctru bl ngimg som vi tang
nguy co kdt cuc bt lol. T vong va dot quy tim mach xdy ra & nhém
aliskiren nhidu hom 80 voi nhdm gla dirge va e tae dung phu va cic
tae dung phu nghidm trong (tng kali mau, ha huydt ap va rdiloan chire
ndng han) thirdmg dugre bao cdo & nhom aliskiren hon §0 véi Ahem
Qld dugre,

DAC TINH DUQ'C DONG HOC
Hg thy -

Sau khi ubng, irbesarian dugc hap thu tt cic nghién clru v sinh khd
dyng tuyét abi cho cac gia tri khodng 80-80%. Ubng thubc trong Ioc 4n
khong &nh huémg déng ké aén sinh kha dung cia irbesartan

Gén két véi protein huyét tirong khodng 96%, gin két khéng dang ké
v6i chc thanh phén 1 bao méu. Thé tich phan b 1 53-93 it

Sau khi ubng hoc tiém finh mach irbesartan “C, B0-85% chét phéng
%a tudn hoan trong huyét trong |4 duéi dang irbesartan khéng thay
ad), Irbesartan dugc chuyén héa béi gan qua lién hop giucuronide va
oxy ha. Chit chuyén héa tuAn hoan chinh 14 irbesartan glucuronide
(khoang 6%). Céc nghién clru in vitro chi ra ring irbesartan chi yéu bj
oxy hoa bén eytochrom P450 enzyme CYP2ZCS, isoenzyme CYP3A4 cb
tac dyng khong dang ké,

Irbasartan thé hién ty 18 tuyén tinh dugc ddng hoc va liu trong pham
vi lidu tir 10 dén 600 mg, Ty 18 hap thu qua dudmg ubng tang it hom vén
ibu vurgt qua 600 mg (gAp d6i lidu khuyén céo 16i da); cor ché cho didu
nay |4 khéng r6. Néng 40 dinh trong huyét trong dat dugc & 1,5-2 gicr
sau khi ubng thubc. DO thanh thai khél co thd va than 14n luot 14 157
~ 176 va 3 - 3,5 ml / phat. Théi gian ban hay cta irbesartan 1a 11-15
gltr. Trang thai dn dinh cia ndng d9 thube trong huyéi twong dat duge
trong khoding 3 ngdy sau khi bAt ddu dibu tri theo phac db ubng mét lAn
mbi ngdy. Si tich Iy han ché cla Irbesartan (<20%) dugc quan sat
thhy trong huyét twong khi 14p lai lidu dung mot 1An mdi ngay. Trong mot
nghién ciru, nbng a irbesartan trong huyét twong cao han mét chut da
duge quan sat thdy & bdnh nhan nr tang huyét 4p. Tuy nhién, khong
b sy khéc bl vé theri glan ban hiy va tich IGy irbesartan. Khéng cin
didu chinh lidu & bonh nhan nir. Gla trf AUC va Cmax cua Irbesartan
cling c6 phln I&n hon & nhiing ngudl 16n wdi (2 65 tudi) so véi nhimg
ngudrl tré tudi (18 - 40 tudi). Tuy nhién, thel gian ban hiy khong thay dbi
dang kd. Khong cAn didu chinh lidu & ngudi Ién tudl.

Thai trir

Irbesartan va cac chit chuy8n hda clia nd duec thai trir qua ca dudng
mét va than. Sau khi ubng irbesartan hodc tiém tinh mach “C, khodng
20% lugng phong xa dugc thu hdi trong nudc tibu va phdn con lal
trong phan. Dudi 2% lidu ding dugc bai tidt qua nudc tidu dudl dang
irbasartan khong thay adi

Duge dong hoc cla irbesartan duge danh gia & 23 tré tang huybt ép
sau khi dung Irbesartan don va nhidu lidu hang ngay (2 mg / kg) tho
dén lidu 181 da 150 mg mBI ngay trong bdn tudn. Trong 56 23 trd em do,
21 tré duge danh gia @8 so sanh duge ddng hoc véi ngudl lén (musi
hal tré em trén 12 tudl, chin trd em tir 6 dén 12 tudi). Kgl qué cho thiy
Cmax, AUC va ty 19 thanh thai twong dwong véi nhitng gl dege quan
sét thdy & nhirng b@nh nhan truéng thanh udng 150 mg irbesartan mdi
ngay. Mot sy tich I0y han ché cla itbesartan (18%) trong huyét trong
a4 duoc quan sét thiy khi 13p lai idu mot 1dningay.

Suy than;

O nhirng bénh nhan bj suy than hodic nhing bdnh nhan dang thdm
tach mau, cac thdng sé duge ddng hoc cua irbesartan khong b| thay ddi
dang ké. Irbesartan khong bj loqi di bdi thdm tach mau.

Suy gan.

O nhing bénh nhan bl xo' gan nhe dén vira, cée thong s dugc dong
hoc cla irbesartan khong b thay ddi dang k&, Cac nghidn clru chua
duge thue hidn & nhirng bénh nhan suy gan ndng.

QUI CACH PONG GOI
HOp 2 vi x 14 vién nén bao phim.

DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG
CUA THUOC

Khang dung thudc qua han ding dil ghi trén v& hop va trén vi thude
Bdo quan thude & nhidt 89 khdng qua 30°C.

Khdng dugro bo thude vio nuée thai hodic thing rac gia dinh

Hay héi dugre sT cach hiy thude khéng con dung nira. Céc caeh xir Iy
ndy giup bdo v mdl tredng.

Han dang: 36 t:ang K& tr ngdy sdn xudt
Tidu chudn chdt lugng cta thude TCCS
CO' SO SAN XUAT THUOC
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