HUONG DAN SUDUNG THUOC
VIEN NEN
RPRUNITIL

“Dé thudc xa tam tay tré em”
“Doc ky hudng dan sir dung trude khi dimg”
“Théng bdo ngay cho bdc sy hodc dwoc sy nhitng tdc dung khong mong muon
gdp phadi khi sir dung thuoc”
“Néu can thém théng tin, xin héi y kién bdc sp”

1. THANH PHAN CONG THUC THUOC:

Telmisartan Bbn muoi miligam 40,0mg
Hydroclorothiazid Mudi hai phay ndm miligam 12,5 mg
Ta duoc vira du 1 vién nén

Natri hydroxyd, Microcrystalline cellulose 101, Croscarmellose sodium, Kollidon CL,
Mannitol, Poloxamer 188, mau sunset yellow, Magnesi stearate, Colloidal silicone dioxide

2. DANG BAO CHE:

- Vién nén.

- MO ta san phém: Vién nén hinh thuén dai, mét 16p mau tréng, mdt 16p mau cam, hai mét
tron, canh va thanh vién lanh lan.

3. CHI PINH:

- Chi dinh trén bénh nhan khong hoan toan kiém soat duoc huyét ap néu chi dung
Telmisartan don 1¢é.

- Diéu tri ting huyét ap v6 can.

4. CACH DUNG, LIEU DUNG:

* Liéu dung:

Nén dung thudc nay & nhiing bénh nhan huyét 4p chua dugc kiém soat hoan toan chi bang
telmisartan don 1é. Nén diéu chinh lidu cua timg thanh phan riéng 1é trude khi chuyen do6i
sang dang phéi hop thude lidu cb dinh. Khi thich hop vé mit 1am sang, viéc chuyén ddi truc
t1ep tir don tri liéu sang dang phdi hop thude liéu c6 dinh c6 thé duge xem xét.

Liéu théng thuong: 1 vién/ngay & nhitng bénh nhan chua kiém soat dugc huyét ap khi dung
telmisartan don 1€.

Suy thdn: Do c6 thanh phén hydroclorothiazid, khong nén dung thudc nay cho bénh nhéan suy
giam chirc ning than nang (d) thanh thai creatinin < 30mL/phut). Kinh nghiém sir dung trén
bénh nhan suy than vira va nhe con han ché. Nén theo di dinh ky chirc ning than.

Suy gan: Trén bénh nhan suy gan vira va nhe, lidu luong khong nén vuot qua 1 vién/ngay.
Khong diung thude cho bénh nhan suy gan ning. Céc thudc nhém thiazid nén dugce sir dung
than trong cho bénh nhén suy giam chirc nang gan.

Nguoi cao tuéi: Khong can diéu chinh lidu.

Tré em va thanh thiéu nién: D) an toan va hiéu qua cua thudc chua dugc xac dinh trén tré em
va thanh thiéu nién dudi 18 tudi.

* Cach dung:

- Dung duong ubng, c6 thé udng cing hozc khong cung v6i thie an.

- Vién thubc duge bao quan trong vi nhém chéng am, chi duoc 14y vién thudc ra khoi vi luc
ubng.

Khong c6 yéu cau dic biét vé xir ly thudc sau khi sir dung.
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5. CHONG CHIi PINH:

- Qué man cam v6i thanh phan hoat tinh thubc hodc bét cir thanh phan nao trong ta dugc,
hodc véi cac thude dan xuét Sulphonamid (Hydroclorothiazid la mot dan xuét Sulphonamid).
- Quy hai va ba ctia thoi ky thai nghén va thoi ky cho con bu.

- Nhitng réi loan gay & mat va tdc nghén duong mat.

- Suy gan ndng.

- Suy than ning (d9 thanh thai Creatinin <30 mL/phut)

- Hakali huyét, ting canxi huyét.

- Khéng sir dung dong thoi thudc véi cac san ghém ¢ chira Aliskiren & bénh nhan dai thdo
dudng hogc suy than (GFR <60 mL/phat/1,73 m”).

6. CANH BAO, THAN TRONG KHI DUNG THUOC: ,

- Néu bénh nhan vé tinh dung qué nhiéu thude, c6 thé gap cac triéu chimg nhu huyét ap thap
va nhip tim nhanh. Nhip tim chdm, chéng mat, 6i mura, giam chuc nang than bao gbdm suy
than, cling da dugc bao céo. Vi c6 Hydroclorothiazid trong thudc, huyét 4p méu giam dang
ké, kali trong mau ciing c6 thé bi giam, dan dén budn ndn, budn ngi va chudt rat va/hodc nhip
tim bt thuong khi st dung ddng thoi cac loai thudc nhu digitalis hodc mot s6 phuong phap
diéu tri chdng loan nhip tim.

- Thai ky:

Khéng nén sir dung cac thubc d6i khang thu thé Angiotensin II (Telmisartan thuc nhom
thubc nay) trong thai ky. Trir khi cin phai tiép tuc diéu tri d6i khang thu thé Angiotensin II,
bénh nhan c6 k& hoach mang thai cin dugc thay dbi loai thubc diéu tri ha huyét ap c6 kha
ning sir dung an toan hon trong thai ky. Khi bénh nhén duge chin doan mang thai, phai
ngung ngay lap tuc viéc didu tri bang thudc dbi khang thu thé Angiotensin II, va néu thich
hop, nén bét dau bang lidu phap thay thé khac.

- Suy gan:

Trén bénh nhan bi suy gan vira va nhe, khong nénding lidu qua 40mg Telmisartan va 12,5 mg
Hydroclorothiazid /ngay.

Khong nén sir dung thude cho bénh nhan bi & mat, 161 loan/tic dudmg mat hodc suy gan niang
vi Telmisartan phan 16n dugc dao thai qua mat. C6 thé thdy tinh trang giam dao thai
Telmisartan & nhitng bénh nhan nay. Nén dung thudc mét cach than trong trén bénh nhan bi
suy chirc niang gan hogc bénh nhan c6 bénh gan dang tién trién, vi nhitng thay dbi nho can
bing nudc va dién giai cling co thé gy ra hon mé gan.Hién nay vén chua c6 nhiéu dit liéu
nghién ctru lam sang vé thubc nay trén bénh nhén bi suygan.

- Ting huyét 4p do djng mach thin:

C6 kha ning tang nguy co ha huyét 4p nang va suy than khi bénh nhén bi hep dong mach than
hai bén hoidc hep dong mach thén trén qua thén duy nhét dang hoat dong dugc diéu tri voi cac
thudc gy anh hudng dén hé Renin-Angiotensin-Aldosterone.

- Suy thén va ghép thian:

Khong nén dung thudc trén bénh nhan bi suy than ning (d0 thanh thai Creatinin < 30
mL/phut).

Chua c6 kinh nghiém vé viéc dung thudc trén bénh nhan bi suy than ning hodc véi bénh nhan
m&i ghép than.

Kinh nghiém véi thudc con it trén bénh nhan bi suy thén nhe va vira, vi thé nén theo ddi dinh
ky ndng do kali, creatinin va axit uric huyét thanh. Chimg tang Uré huyét lién quan dén thude
loi tiéu Thiazide c6 thé xay ra trén bénh nhan suy chirc nang than.

- Ha huyét 4p ndi mach:
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Triéu chung ha huyét ap, nhét 1a sau khi dung liéu thuoc 1an dAu tién, c6 thé xay ra trén bénh
nhan bi mét thé tich va/hodic mat Natri do liéu phép lgi tiéu qua manh, kiéng mudi qua nghiém
ngit, bi tiéu chay hodc non mira. Nhiing tinh trang nhu vy nén duoc khéc phuc trude khi cho
ding thudc nay.

Nhimg tinh trang khac gay kich thich hé Renin-Angiotensin-Aldosterone (vi du bénh nhan bi
suy tim tic nghen nang hogc c6 bénh nhén c6 nguy co bénh tiém tang, bao gdm ca hep dong
mach than), viéc diéu tri bang cac thudc anh hudng t6i hé Renm—Anglotensm -Aldosterone c6
lién quan dén tinh trang ha huyét ap ning, ting uré huyét, thiéu niéu hogc suy thin ning
(hiém).

- Phong téa kép hé thong Remn-Anglotensm-Aldosterone (RAAS):

C6 bang chimg cho thiy viéc st dung ddng thoi cac thude e ché ACE, thudc trc ché thy thé
Angiotensin II hodc Aliskiren lam tang nguy co tut huyét ap, ting kali mau va giam chuc nang
than (bao gom ca suy than cép tinh). Do d6 khong dugest (dung két hop cac chét trc ché ACE,
thudc rc ché thu thé Angiotensin II hodc Aliskiren dé phong toa kép hé théng Renin-
Angiotensin-Aldosterone (RAAS). Néu viéc phong toa kép 1a hoan toan can thiét, chi nén thuc
hi¢n li¢u phap nay dudi su g1am sat cua chuyén gia va thuong xuyén theo ddi chét ché chirc
nang thén, cac chét dién giai va huyét ap. Cac thudc rc ché ACE va thuoc trc ché thu thé
Anglotensm II khong nén dung ddng thoi & bénh nhéan bi bénh than do tiéu duong.

- Cic diéu kién khac don véi sy kich thich hé thong Remn-Anglotensm-Aldosterone

O nhitng bénh nhén bi ri loan mach mau va chitc niing than phuy thudc chu yéu vao hoat dong
ctia hé thong Renin- Anglotensm -Aldosterone (vi du bénh nhén bi suy tim sung huyét nang
hodc bénh than tiém 4n, bao gom hep dong mach thén), viéc didu tri bing thudc c6 anh huong
dén hé thong nay c6 lién quan dén tinh trang ha huyét ap cAp tinh, ting Kali méu, thiéu niéu,
hodc trong vai truong hop hiém c6 thé xay ra suy than cap.

- Ting Aldosterone nguyén phat:

Bénh nhén bi ting Aldosterone nguyén phat thuong khong dap ung véi cac thudc chbng ting
huyét 4ap c6 tic dung trc ché hé Renin-Angiotensin. Vi thé khong khuyén céo st dung
Telmisartan trén nhitng bénh nhén nay.

- Hep van dong mach chii va van hai 14, b¢nh co tim phi dai gy tiic nghén:

Ciing nhu dbi voi cac thude gay gidn mach khac, viée chi dinh thudc nay can rat than trong
d6i v6i bénh nhan bi hep van dong mach chi va van hai 14, hodc bénh co tim phi dai gay téc
nghén.

- Cac tac dung chuyen héa va noi tiét:

Liéu phap Thiazid c6 thé 1am giam dung nap Glucose. Trén nhitng bénh nhén bi dai thao
dudng, c6 thé phai dleu chinh lidu Insulin hodc cac thudc ha dudong huyét duong ubng. Tinh
trang dai thao duong tidm 4n c6 thé tro thanh bénh déi thdo dudng trong qua trinh diéu tri
béng thude thuéc nhém Thiazid.

Tinh trang tang cholesterol va triglyceride trong maucé lién quan dén lidu phép loi tiéuthiazid,
tuy nhién vai lidu 12,5mg Hydroclorothiazid chira trong thudc, hdu nhu chwa c6 tac dung nhu
vay dugc bao cdo.

Tang uré huyét co thé xay ra hodc bénh Gout c6 thé xuét hién trén mot vai bénh nhan dung
liéu phap thiazid.

- MAt cén bing dién giai:

Dbi v4i bét ky bénh nhan nao dung liéu phap Thiazid, viéc kiém tra dinh ky cac chat dién giai
trong huyet thanh phai dugc thyc hién theo nhitng khoang thoi gian thich hop.

Céc thudc thiazid, ké ca hydrocloroth1a21d c6 thé gay mét can bang nudc va chét dién giai (ha
kali huyet ha natri huyet va nhiém kiém do ha clo trong mau). Nhimng dAu hiéu canh bao mat
can bang nudc va chét dién giai 12 kho miéng, khat, yéu, ngu lim, budn nga, bdn chdn, dau hozic
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co cing co, nhuge co, ha huyét ap, thiéu niéu, nhip tim nhanh va nhiing rdi loan dudng tiéu hoa
nhu budn ndén hodc ndn mira.

- Ha Kali trong mau:

Mic du tinh trang ha kali trong mau c6 thé xuét hién khi ding céc thubc 1oi niéu thiazid, viéc
didu tri ddng thoi véi Telmisartan co thé lam giam kha ning ha kali mau do thudc loi tiéu. Nguy
co ha kali mau s€ cao nhét trén bénh nhén xo gan, trén bénh nhan da timg bi rdi loan bai niéu,
trén bénh nhan khong nhan du cac chét dién giai qua duong ubng, va trén bénh nhan diéu tri
ddng thoi véi Corticosteroid hogc ACTH.

- Ting Kali trong mau:

Nguoc lai, do tac dung di khéng voi thu thé Angiotensin II (AT1) cua Telmisartan trong
thudc, co thé xay ra tinh trang ting kali mau. Méc du tinh trang tang kali mau dang ké vé mit
1am sang chua dugc ghi nhan véi thudc, cac yéu td nguy co d6i voi viéc phat trién tinh trang
tang kali mau bao gdm suy than va/hogc suy tim va dai thao duong. Thubc loi tidu giit lai kali,
chét bd sung kali hosc chét thay thé mudi chira kali nén dugc phdi hgp mot cach than trong
voi thube nay.

- Ha Natri trong mau va Nhiém kiém ha Clorua trong mau:

Khong c6 bang chimg nao cho thdy thudc lam giam hodc phong chbng tinh trang ha Natri
trong mau do thude 1oi tiéu. Sy thiéu hut Clorua thudng nhe va khong can diéu tri.

- Tang Canxi trong mau:

Céc Thiazid c6 thé 1am giam ddo thai Canxi qua dudng tiéu va gy ting nhe va tam thoi Canxi
trong mau trong didu kién khong c6 rdi loan chuyén hoa Canxi nao khac. Tang Canxi mau
dang ké c6 thé 1a béng chimg ctia chimg cudng tuyén can giap. Cac Thiazid nén duge ngimg
str dung trudce khi tién hanh cac xét nghiém chirc nang tuyén can gidp.

- Ha Magnesi trong mau:

Céc Thiazid 1am ting dao thai Magnesi qua duong tidu, c6 thé din dén ha Magnesi trong mau.
- C#c khic biét vé chiing thc

Tuong tu cac thube dbi khang thu thé Angiotensin II khac, Telmisartan duong nhu kém hi¢u
qué trong viéc 1am ha huyét 4p & bénh nhan da den so v6i bénh nhén khong da den, ¢6 thé do
ty 1é dap ‘g cua Renin thap trong nhitng ngudi da den bi ting huyét ap.

- Cé4n thij cAp va Ting nhin 4p géc dong

Hydroclorothiazid, 1a thubc thudc nhém sulfonamid, co thé gdy ra phan (mg riéng, dan dén
tinh trang céan thi cép tinh thoang qua va bénh tang nhan ap goc dong. Cac triéu ching bao
gdm khoi phat tinh trang giam thi luc cAp tinh hodc dau mét va tinh trang ndy thudng xay ra
trong vong vai gio dén vai tudn sau khi bét dau dung Telmisartan va Hydroclorothiazid . Bénh
tang nhén ap goc dong khong diéu tri c6 thé dan dén tinh trang mét thi luc vinh vién. Diéu tri
chinh 1a ngung Hydroclorothiazid cang nhanh cang tét. C6 thé can xem xét cac phuong phap
didu tri y khoa hodc phdu thuat kip thoi néu 4p luc ndi nhan van khong kiém soat dugc. Céc
yéu té nguy co phat trién bénh ting nhin 4p gbc dong cAp tinh c6 thé bao gdm tién sir di Gmg
v6i Sulphonamid hogc di tng véi Penicillin.

- Toan than:

Nhitng phan tng vdi Hydroclorothiazid co thé xay ra trén bénh nhén c6 hogc khong c6 tién str
di tmg hodc hen phé quan, nhung c6 nhiéu kha ning xay ra hon ddi v&i bénh nhan co tién sir
nhu vay. Tinh trang trAm trong hon hodc kich hoat bénh Lupus ban do hé théng da duoc bdo
céo dbi véi viee ding céc thude loi tiéu Thiazid.

Céc trudong hop phan ing nhay cam 4nh sang da duoc béo cdo voi thude 1o tiéu Thiazid. Néu
phan (g nhay cam 4nh sang xay ra trong khi diéu tri, nén ngimg diéu tri. Néu cén tai str dung
thubc 1oi tiéu, nén bao vé cac khu v tiép xic véi anh ndng mit troi hoge tia UV nhan tao.

- Tac dung khac
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Tuong tu v6i cac thudc ha huyét ap, viéc giam huyét ap qua muc & nhimng bénh nhan bi bénh
tim thiéu mau cuc b hodc bénh tim mach thiéu méu cuc bd ¢6 thé dan dén nhdi mau co tim
hodc dot quy.

7. SUDUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU:

< Thoi ky mang thai:

Nghién ciru tién 1dm sang véi Telmisartan khong cho thdy tac dung gy quai thai trén ngudi
nhung céc nghién ctru trén dong vét cho thdy c6 tac dung gy doc trén thai.Vi vy bién phap
than trong 1a khong ding thubc trong quy dau cua ky thai nghén. Cén tién hanh liéu phéap
thay thé thich hop trude khi du dinh c6 thai.

Diéu tri v6i thude dbi khang thy thé Anglotensm II trong quy hai va quy ba thai ky s& gy doc
cho nguoi (giam chirc nang thén, thiéu nude 6i, chdm phat trién xuwong so) va ngd doc so sinh
(suy than, ha huyét 4p, tang kali mau), thdm chi gay chét d6i véi thai dang phat trién; vi vay
khong dung Telmisartan trong quy hai va ba thoi ky thai nghén. Néu viéc tiép xuc voi thube
d6i khang thu thé Angiotensin II d& xay ra tir quy hai clia thai ky, nén kiém tra bing siéu am
chirc nang than va hdp so.

Tré so sinh c6 me dé dung thudc déi khang thu thé Angiotensin II nén dugc quan sat cht
ché tinh trang ha huyét ap.

Néu phét hién bénh nhan c6 thai trong khi diéu tri, cAn ngimg ngay viéc su dung
Telmisartan.

Kinh nghiém ldm sang van con han ché dbi véi Hydrocloroth1a21d trong giai doan mang thai,
dic biét 1a trong ba thang dAu. Cac nghién ctru trén dong vat van chua c6 du s6 ligu. Céc
thiazid, ké ca Hydrocloroth1a21d di qua dugc hang rao nhau thai va xuat hién trong méu day
rdn. Chiing c6 thé gay roi loan dién giai cta thai va cdc phan tmg khac gidng nhu & ngudi 16m.
Dua trén co ché tac dung duge ly cua Hydroclorothiazid, sir dung trong quy hai va quy ba cua
thai ky c6 thé anh hudng den su tudi mau qua nhau thai va ¢6 the gdy ra cac hiéu ing thai nhi
va so sinh nhu vang da, r6i loan can bang dién giai va giam tiéu cau. Cac truomg hop giam
tiéu cau so sinh, vang da thai nhi hodc so sinh dd dugc bdo céo dbi voi viée diéu tri bing
thiazid trong thoi ky thai nghén.

Khong nén st dung Hydrocloroth1a21d dbi véi tinh trang phu thai, tdng huyet ap thai ky hodc
tién san giat vi Hydroclorothiazid gdy ra nguy co gidm huyét tuong va giam tuéi mau qua
nhau thai ma khong c6 tac dung c6 lgi nao cho qua trinh chita bénh.

Khong nén sir dung Hydroclorothiazid d6i voi tinh trang tang huyét 4p & phu nit mang thai
ngoai trir trong trudng hop khong sir dung dugc cach diéu tri nao khac.

+* Thoi ky cho con bu:

Khong dugc chi dinh Telmisartan cho bénh nhén trong thoi ky nudi con bu, dic biét 1a khi
nudi con so sinh hodc sinh non vi khong rd thudc c6 bai tiét ra sira me hay khong. Thiazid &
lidu cao gdy ra tac dung bai niéu manh ¢c6 thé tc ché qua trinh san xuét sira.

Hydroclorothiazid duge bai tiét qua sita me voi luong nho. Khong nén st dung
Hydroclorothiazid trong thoi gian cho con bu. Néu can phai sir dung Hydroclorothiazid cho
bénh nhén trong thoi gian cho con bu, nén ding lidu cang thap cang tdt.

+ Kha niing sinh sin

Trong cac nghién ciu tién lam sang, khong thdy anh huong cta Telmisartan va
Hydroclorothiazid ddi véi kha nang sinh san cla phai nam va phai nit, tuy nhién tinh trang bat
luc ¢6 xay ra, méc du khong phd bién.
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8. ANH HUGNG LEN KHA NANG LAI XE VA VAN HANH MAY MOC: ‘
Thuoc c6 thé anh hudng dén kha néng 14i xe va sir dung may moc. Chong mét hodc budn ngu
d6i khi c6 thé xay ra khi dung thudc.

9. TUONG TAC, TUONG KY CUA THUOC:

< Twong tic véi thude khéc:

1 2

- Lithi: Tinh trang nong do ting c6 thé phuc hdi cua lithi va doc tinh cua lithi trong huyét
thanh da duge bao cdo khi dung dong thoi lithi véi cac thubc e ché men chuyén Angiotensin.
RAt hiém truong hop ciing duge béo céo dbi voi cac thude khang thu thé Angiotensin 11 (ké ca
thuéc & dang phdi hop Telmisartan va Hydroclorothiazid). Hon nifa, tdc do thanh thai qua
théan cua lithi ciing bi giam do cac thudc thudc nhom thiazid, do d6 nguy co doc tinh vdi lithi
¢6 thé tang khi ding thudc. Lithi va nén dugc dung dong thoi dudi sy gidm st vé y té va can
theo ddi nong do lithi huyét thanh trong qua trinh ding dong thoi véi thudc nay.

- Céc thubc c6 lién quan dén tinh trang thai trir Kali va 1am gidm Kali trong miu: Tac
dung thai trir kali ctia Hydroclorothiazid dugc lam giam di do tac dung gilt kali cua
telmisartan. Tuy nhién, tic dung nay cua Hydroclorothiazid d6i v6i kali huyét thanh c6 thé tro
nén tiém tang do céc thudc khac lién quan dén tinh trang thai trir kali va ha kali huyét (vi du
thubc loi tiéu giy thai kali qua dudng tiéu, thubc nhuan trang, cac Corticoid, ACTH,
Amphotericin, Carbenoxolone, Natri Penicillin G, Axit Salicylic va céc dan xuét). Néu nhing
thudc nay duoc ké don cung véi thudc, can theo ddi nong do kali huyét tuong ctia bénh nhén.

- Céc thudc c6 lién quan dén tinh trang giir Kali va lam ting Kali trong mau:

Nguoce lai, dwa trén kinh nghiém dung céc loai thube c6 tac dung e ché hé Renin-
Angiotensin, viéc dung dong thoi cac thudc loi tiéu gitt kali, cac chit bd sung Kali,
Cyclosporin, cac mudi chira kali hodc cac thubce khéc co tac dung lam ting kali huyét thanh
(vi du Natri Hepatin) ¢ thé 1am ting kali huyét thanh va do d6 khong nén phdi hop sir dung
thube voi cac thude néi trén.

- C4c thude bi anh hwéng béi sw rdi loan cin bang Kali huyét thanh:

Cén theo ddi dinh ky kali trong mau va do dién tdm dd ctia bénh nhan khi phéi hop thude voi
céc thube bi anh hudong boi sy 1di loan can bing kali huyét thanh, vi du Digitalis Glycosid, cac
chit chéng loan nhip va cac thubc dugc biét 1a co6 kha niang gy ra tinh trang xoén dinh
(torsades de pointes).

o Céc thudc chdng loan nhip (vi du Quinidine, Hydroquinidine, Disopyramide).

o Céc thude chéng loan nhip nhém ITI(vi du Amiodarone, Sotalol, Dofetilide, Ibutilide).

o Mot sb thuéc an than kinh (vi du Thioridazine, Chlorpromazine, Levomepromazine,
Trifluoperazine, Cyamemazine, Sulpiride, Sultopride, Amisulpride, Tiapride, Pimozide,
Haloperidol, Droperidol).

o Cac thubc khic nhu Bepridil, Cisapride, Diphemanil, Erythromycin IV, Halofantrin,
Mizolastin, Pentamidine, Sparfloxacine, Terfenadine, Vincamine IV.

- Céc Digitalis Glycosid: 1am ha kali va magnesi trong mau tao diéu kién thuan lgi cho xuét
hién loan nhip tim do Digitalis;

- Digoxin: Khi phdi hop Telmisartan véi Digoxin, ndng d6 dinh trung binh ctia Digoxin trong
mau ting 49% va ndng do day 1a 20 %, do d6 cAn kiém tra ndng do Digoxin trong mau dé duy
tri ndng do Digoxin trong khoang ndng do tri liéu trong nhitng thoi diém bat dau sir dung,
thay dbi liéu va khi ngung dung Telmisartan.

- C#c thudc chong ting huyét 4p khac:

Telmisartan c6 thé lam ting tdc dung ha huyét 4p cua céc thubc chong ting huyét ap
khéc.Viéc sir dung ddng thi céc thude e ché ACE, thude tre ché thy thé Angiotensin II hogc
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Aliskiren lam tang nguy co tut huyét ap, ting kali mau va giam chirc ndng thén (bao gbm ca
suy than cdp tinh).

- Metformin: c6 nguy co gay nhiém axit lactic khi dung ddng thoi v6i Hydroclorothiazid
.Can than trong khi ding phdi hop thudc véi Metformin.

- Céc logi nhya Cholestyramine va Colestipol: Su hép thu Hydroclorothiazid c6 thé bi giam
khi c6 mit cac loai nhya trao ddi ion.

- Céc thudc chéng viém non-steroid (NSAID): dung cac thude chong viém non-steroid (vi
du Axit acetylsalicylic khi dung theo lidu chong viém, c4c chét tc ché COX-2 va cac thudc
chbng viém non-steroid khong chon loc) co thé lam giam cac tac dung loi tiéu, bai tiét natri
ni¢u va chéng tang huyét ap ciia cic thudc 1oi tiéu Thiazid, ké ca hydroclorothiazid trén mot
s6 bénh nhan.

Déi vai bénh nhan c6 chirc nang than bi ton thuong (vi du: bénh nhan bi mét nude hodc bénh
nhan cao tubi bi suy chirc ning thén), st dung phbi hop cic thude doi khang thu thé
Angiotensin II va cac tac nhén tc ché enzym Cyclo-Oxygenase con co thé dan dén suy giam
chirc nang than, bao gdm ca suy than cp, nhung tac dung nay co thé dao nguoc. Do do nén
than trong khi phéi hop, dic biét 1a & nguoi gia. Bénh nhén can duge cung cap du nude va can
can nhic viéc theo di chitc ning than sau khi bét dau diéu tri dong thoi va dinh ky sau do.
Trong mdt nghién ctru, Telmisartan va Ramlprll duoc sir dung phdi hop da lam AUCO0-24 va
Cmax cta Ramipril va Ramiprilat ting 1én gap 2,5 1An, nhung lién quan vé mat 1am sang cla
quan sat nay van chua dugc phat hién.

Khi diung dong thoi, nhing thudc sau diy c6 thé twong tic véi cdc thuoce loi tiéu
Thiazid:

- Rwgu, cdc barbiturate, hoac cdc thudc ngi: kha ning gay ha huyét ap tu thé dimg co
thé xay ra.

- Céc thude chong dai dwong (cac thudc udng va Insulin): viéc didu chinh lidu thubc chéng
dai dudomg c6 thé dugce yéu cau

- CAc Amine lam ting huyét 4p (vi du Noradrenaline): tic dung lam ting huyét ap ctia cac
amine c6 thé bi giam, nhung chua da dé loai trir cong dung cua chung

- Céc thude gidn co xwong khéng khir cwe (vi du Tubocurarine): téc dung cua cac thude
nay co thé dugc tang cuong boi Hydrocloroth1az1d

- Thubc diéu tri bénh Gout: viéc dleu chinh lidu c4c thuéc 1am ha axit uric c6 thé can thiét vi
Hydrocloroth1a21d co the lam tang nong do6 axit uric huyet thanh. Tang lidu probenecid ho#c
sulfinpyrarone c6 thé can thiét. Dung dong thoi thude thiazide c6 thé lam ting nguy co cac
phan uing d1 tmg vo6i allopurinol

- Céic mudi Canxi: cac thude loi tiéu thiazid c6 thé 1am ting ndng d¢ canxi huyet thanh do bi
giam dao thai. Can diéu chinh liéu canxi cho thich hop khi st dung céc thudc bd sung canxi
hodc cac thube gitip luu giit canxi (vi dy liéu phap Vitamin D).

- Cc thudc chen Beta va Diazoxid: Tac dyng ting duong huyét cia cac thubc chen Beta va
Diazoxid bi tang 1én bai cac thude Thiazid.

- Céc thude khang cholinergic (vi du Atropme, Biperiden): c6 thé lam ting sinh kha dung
ctia thude loi tiéu thiazid bing cach lam giam kha ndng van dong cua da day va hé duong
rudt.

- Amantadine: Thiazide c6 thé 1am ting nguy co gdy ra tac dung phu do Amantadine gay ra.
Cdc twong tdc khdc: Tac dung tang dudng huyét cua cac thudce chin beta va diazoxide ¢6 thé
ting boi cac thube thiazid. Céc thudc khang cholinergic (vi du Atropine, Biperriden) c6 thé
lam tang sinh kha dung cua cac thudc 1oi tiéu thiazid do lam ting vén dong da day rudt va lam
rong da day. Cac thubc thude nhém thiazid c6 thé lam giam bai tiét qua dudng than cua cac
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thubc gay doc té bao (vi du Cyclophosphamide, Methotrexate) va tang tac dung gay suy tuy
cta nhimg thude nay.

Do khdng c6 cac nghién ciru vé tinh tuong ky cua thube, khong tron 1an thudc nay véi cac
thubc khéc.

10. TAC DUNG KHONG MONG MUON CUA THUOC:

Phan ing khong mong mudn thuong gip nhét 1a chong mit. Phi mach nghiém trong c6 thé
xay ra nhung rat hiém (>1/10.000 dén < 1/1.000). Ty 1& chung cta cac phan ting khong mong
mudn duge bao cdo véi thube 6 thé so sanh véi truomg hop ding riéng Telmisartan trong cac
thir nghiém ngau nhién c6 dbi chung véi 1.471 bénh nhan ngau nhién str dung Telmisartan
cung voi Hydroclorothiazid hodc chi dung Telmisartan. Liéu luong va mdi quan hé véi céc
phan ing khong mong mudn da khong dugce thiét 1ap va két qua cho thdy lidu dung khong c6
tuong quan vai gidi tinh, tudi tac hodc chuing toc ctia bénh nhan.

Céc tac dung phu duge bdo céo trong cac thir nghiém lam sang v6i Telmisartan phoi hop
Hydroclorothiazid dugc néu ra dudi day theo hé théng cac co quan. Céc phan ng phu khong
duge thiy trong cac thir nghiém 1am sang véi Telmisartan phéi hgp Hydroclorothiazid nhung
¢6 thé gap trong qua trinh diéu tri bang thudc da trén kinh nghiém véi viéc dung Telmisartan
hodc Hydroclorothiazid don 1¢ dugc bao gbm va ghi nhén theo cach sau day:

1) Puoc du tinh theo kinh nghiém ding Telmisartan don tri liéu

2) Pugc dy tinh theo kinh nghiém dung Hydroclorothiazid don tri li¢u.

Tan suét cac tac dung khong mong mudn duge bao caoduge phan loai nhu sau:

R4t ph bién, ADR > 1/10; phé bién, 1/100 < ADR < 1/10; khong phd bién, 1/1000 < ADR <
1/100; hiém gip, 1/10000 < ADR < 1/1000; rét hiém gip, ADR < 1/10000, Khong xéc dinh
(khong thé u6c lugng trén cac dit liéu 14m sang)

Rét pho Phé bién Khong pho Hiém gap RAt hiém | Khéong xac
bien (1/100 < ADR < bien (1/10000 < gap dinh
(ADR > 1/10) (1/1000< | ADR < 1/1000) (ADR <
1/10) ADR < 1/10000)
1/100)
Nhiém trung Viém phé quan,
Viém hong,
Viém xoang
loan hé Dang cép tinh
théng mién hodc kich hoat
Lupus ban do
hé thong
loan Giam Kali | Tang Uric mau
chuyén hoéa va mau Giam  Natri
dinh dudng mau
Ro6i loan tim Lo 4u Tram cam
thin
Roi loan hé Chéng mat Ngat Mat ngu
théan kinh Di cam R6i loan giéc
ngu
RoOi loan thi R6i  loan thi
gidc gidc, Mét mo
Roi loan tai va Chéng mat
mé dao tai
Roi loan tim Nhip tim
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cham,
Nhip tim
nhanh,
Loan nhip
tim
Roi loan mach Ha huyét ap,
mau Ha huyét ap
thé ding.
Viém mach
hoai tur.
Roi loan hd Khé thé Suy hé hip
hflp, ngwe va (bao gém viém
trung that phdi va phu
phdi)
Roi loan da Tiéu chay, | Pau bung,
day- rudt Khé miéng, | Tao bon,
Pay hoi Kho tiéu,
Non,
Viém da day
Roi loan hé gan Chtrc nang gan
- mét bat thuong/rdi
loan gan
Roi loan Da va Phu mach
Mo dwéi da (ciing thé gay
t¢ vong), Ban
do,
Ngua,
Phat ban,
Tang tiét md
hoi,
Nbi mé day.
Roi loan Pau lung, Pau khép,
xwong, mo lién Co thét co, | Pau co,
két, hé co - Pau co Pau chan tay
xuwong
Roi loan hé Bit lyc.
sinh duc
Roi loan chung DPau nguc Bénh giéng nhu
va vi tri dwong cum, dau
dung
Diéu tra Axit uric | Creatinin mau
mau tang lén | ting,
Creatine
Phosphokinase
(CPK)  trong
mau tang,
Men gan tang

Thong tin bd sung vé cac thanh phan riéng 1é

Céc phan tmg khong mong mudn di duge béo cao d6i v&i mot trong cac thanh phéan riéng 1é
6 thé 1a phan tmg khong mong mudn tiém 4n cta thudc, ngay ca khi khong dugc quan sat
trong cac thir nghiém lam sang cua thudc nay.

Telmisartan
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Céac phan tng khong mong mudn xay ra voi tn sudt trong tu & nhitng bénh nhén dugc diéu
tri bang gia dugc hogc bang Telmisartan. Téng ty 1& phan tmg khong mong mudn duge béo
céo dbi véi Telmisartan (41,4%) c6 thé so séanh véi gia duoc (43,9%) trong cac thir nghiém c6
d6i chimg gia dugc. Cac phan timg khong mong muén sau ddy duoc liét ké dudi ddy da dugc
tich 1y tur tht ca cac thir nghiém lam sang ¢ bénh nhén dugc diéu tri bing Telmisartan trong
bénh nhén ting huyét 4p hodc & nhimg bénh nhan tir 50 tudi tré 1én c6 nguy co cao dbi véi
c4c bién cb tim mach.

Cach xir tri cac tac dung khong mong muon:

Rat Phé Pho bién Khéng pho Hiém gip Rét hiém | Khéng
bien (1/100 < bien (1/10000 < ADR gap xac dinh
(ADR > ADR < (1/1000 < ADR < 1/1000) (ADR <
1/10) 1/10) < 1/100) 1/10000)
Nhiém trung Nhiem trung | Nhiém trung bao
duong ho hip | gdm két cuc tur
trén, nhiém | vong
tring dudng tiét
niéu bao gdm
viém bang
quang
Roi loan mau Thiéu mau Tang bach cau éi
va hé bach toan,
huyét Giam tiéu cau
ROi loan hé Quéa man,
mién dich Phan {rng phan v¢
Roi loan Tang Kalimau | Ha duong huyét
chuyén héa va (¢ bénh nhén tiéu
dinh dudmg duong)
RoOi loan tim Nhip tim cham,
mach
Roi loan hé Buon rau
thin kinh
R6i loan hé Ho Bénh phoi
hip, nguc va ke
trung that
Réi loan tiéu Khé chiu ¢ da
héa day.

*Thong bdo ngay cho bdc sy hodic dwogc sy nhitng phdn veng c6 hai gdp phdi khi sic dung

thuoc.

11. QUA LIEU, CACH XU TRi:

Cic biéu hién chinh:

Céc dit liéu vé tinh trang qua lidu & ngudi con han ché.

Cic biéu hi¢n thwong thiy khi ding qua liéu Telmisartan: giam huyét ap, chong mit, tim
dap chim (do kich thich pho

giao cam). Céach xir 1y: didu tri triéu chimg va hd trg.

Biéu hién chii yéu khi diung qua li¢u Hydroclorothiazid gbm: r6i loan nudce va dién giai do
bai niéu nhiéu. Néu dang

Dung Digitalis, tinh trang giam kali huyét lam ting loan nhip tim.

Cach xwr ly:

Gay non vivhoic rira da day khi méi ding thude, c6 thé dung than hoat khi bi quéa lidu.
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Chéng kiém héa mau: dung amoni clorua trir khi nguorl bénh mac bénh gan.

Bu lai nhanh chéng s6 lugng nude va cac chét dién giai da mat. C6 thé thdm tach phuc mac dé
diéu chinh cAn bing nudc va cac chit dién gii. Trong trudong hop ha huyet ap ma khong dap
mg v6i nhitng can thi¢p trén, dung Norepinephrin 4 mg/lit tiém truyén tinh mach cham hoic
Dopamin véi liéu ban dau Spg/kg/phit.

Tich cuc theo ddi dé co bién phap xir tri kip thoi.

12. THONG TIN VE DUQC LY, LAM SANG

a. Pac tinh dwge lyce hoc:

Nhém dwge ly:

Téc nhén tac dong 1én hé Renin-Angiotensin; thudc dbi khang Angiotensin II va thude loi
tiéu.

Ma ATC: C09DAO7

Thubc la sy két hop cla Telmisartan — chit déi khang thu thé _angiotensin 1T va
Hydrocloroth1a21d - thudc loi tiéu Thiazid. Sy két hop cua hai thanh phén nay c6 tac dung
chéng tang huyét 4p, giam huyét ap 0 mirc do 16n hon so v6i khi chi sir dung mdt trong hai
thanh phan Khi ding thudc mot 1an mdi ngay sé& tao ra hiéu qua giam huyét ap t6t trong pham
vi liéu diéu tri.

Co ché tic dung

Telmisartan

La mot chat d6i khang dic hiéu cua thu thé Angiotesin II (typ AT1) ¢ co tron thanh mach va
tuyén thuong than.

Angiotesin II 1a chit gdy co mach, kich thich ALY thuong than tong hop va giai phong
Aldosterol, kich thich tim, lam giai phong va bai tiét natri, ting bai tiét kali & than.

Telmisartan ngén can Anglotesm Il vao thu thé AT1 & co tron mach méu va tuyén thuong
than, gdy dan mach va glam tdc dung cua Aldoteron. Telmisartan c6 &i lyc manh voi
AT1.Dugc sir dung rong rai dé tang huyét ap, khong gay ho khan dai ding.

Khong glong nhu cac thude e ché enzyme chuyén Angiotensin — la nhom thudc dugc dung
rong rai dé diéu tri ting huyét ap, cac chét ddi khang thu thé Angiotensin II ké ca Telmisartan,
khong tc ché Bradykinin, do do khong gy ho khan dai diang - mot tac dung khong mong
muon thuong gap khi diéu tri bang cac thuéc trc ché ACE. Vi vdy céc chat d6i khéang thu thé
Angiotensin I ké ca Telmisartan duge dung cho nhitng ngudi phai ngimg sur dung thude e
ché ACE vi ho dai déng.

Mot lidu 80 mg Telmisartan dung cho nguoi tinh nguyén khoe manh gin nhu hoan toan 1rc
ché Angiotensin II lam ting huyét ap. Hiéu qua tc ché dugce duy tri trong 24 gioy va van c6 thé
do duoc tdi 48 gio.

Khi ngimg diéu tri Telmisartan dot ngot, huyét ap tré lai dan dén trong vai ngay nhu khi chua
diéu tri, nhung khong c6 hién tuong ting manh tro lai.

Hydroclorothiazid

Hydroclorothiazid la thudc 1oi tiéu nhém Thiazid, lam tang bai tiét Natri clorua va nuéc kém
theo do co ché trc ché tai hap thu cac ion natri va clorua & dng luon xa. C4c tac dung loi tiéu
cia Hydroclorothiazid lam giam khdi lugng huyét twong, lam ting hoat dong Renin huyét
tuong, lam tang tiét Aldosterone, lam ting qua trinh thai Kali va Magnesi trong nudc tiéu, con
Canxi thi giam, do d6 lam giam Kali huyét thanh. Co 1& thong qua su phong toa hé théng
Renin- Anglotensm-Aldosterone viéc s dung két hop Telmisartan c6 xu hudéng lam dao
ngugc qua trinh mat Kali c6 lién quan dén cac thude loi tiéu nay. Véi Hydroclorothiazid , qua
trinh loi tidu bét ddu trong 2 gid, c¢6 tac dung 16n nhét sau khoang 4 git va kéo dai khoang 6-
12 gio.
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Hydroclorothiazid ciing lam giam hoat tinh enzym Carbonic Anhydrase nén lam ting bai tiét
Bicarbonate nhung tdc dung nay thuong nho so véi tic dung bai tiét ion Clorua CI” va khong
lam thay d6i dang ké pH nudc tiéu.

Hydroclorothiazid c6 tic dung ha huyét 4p, trudce tién do giam thé tich huyét tuong va dich
ngoai bao lién quan dén bai tiét Natri. Sau d6 trong qua trinh dung thubc, tac dung giam huyét
ap, tac dung ha huyét ap tiy thudc vao sy giam strc can ngoai vi, thong qua sy thich nghi dan
cua cac mach mau trude tinh trang giam noéng do ion Natri. Vi vdy, tic dung ha huyét 4p cla
Hydroclorothiazid thé hién cham sau 1-2 tudn, con tac dung loi tiéu xay ra nhanh s& thiy ngay
sau vai gio. Hydroclorothiazid 1am téng tac dung cua thude ha huyét ap khéc.

b. Pic tinh dwgce djng hoc:

Phéi hop Telmisartan va Hydroclorothiazid khong géy ra anh huéng nao 1én tinh chét dugc
dong hoc cua tung chét.

e Hip thu:

Telmisartan:

Telmisartan duoc hdp thu nhanh qua duong tiéu héa. Sau khi ubng, ndng do thubc cao nht
trong huyét tuong dat sau 0,5 — 1 gio. Sinh kha dung tuyét d6i dudng udng khoang 42% sau
khi uéng lidu 40 mg. Sy c6 mit cta thirc an lam giam nhe sinh kha dung cta Telmisartan
(ubng 1iéu 40 mg 1am khu vuc dudi duong cong AUC giam 6% nhung khong lam giam hiéu
luc didu tri). Sau khi ubng 3 gio, ndng do thudc trong méau s& nhu nhau du sir dung thube khi
d6i hodc dung chung véi thirc an. Telmisartan khong tich 1ty dang ké trong méau du str dung
lidu lap lai.

Hydroclorothiazid

Sau khi ubng, Hydroclorothiazid dugc hép thu tuong ddi nhanh, khoang 1 — 3 gio sau khi
ubng va sinh kha dung tuyét d6i dat 60% liéu str dung, tuy nhién ty 1& nay c6 thé giam & ngudi
suy tim.

e Phin bé:

Telmisartan:

Hon 99% Telmisartan gén vio protein huyét twong, chu yéu vao Albulmin va o;-
Glucoprotein. Sy gén vao protein 12 hing dinh, khong bi anh hudéng boi su thay dbi liéu. Thé
tich phén bb khoang 500 lit.

Hydroclorothiazid:

68% Hydroclorothiazid gén vao protein huyét twong, Thé tich phan bd khoang 0.83-1.14
L/kg. Hydroclorothiazid tich lliy trong hdng cau. di qua hang rao nhau thai, phan b va dat
ndng do cao trong thai nhi.

e Chuyén hoa:

Telmisartan:

Puogc chuyén hoa thanh dang lién hop Acylglucuronid khong hoat tinh, chi c6 trong huyét
tuong va nudce tidu ctia ngudi. Cac isoenzym ctia Cytocrom P450 khong anh hudng 1én qua
trinh chuyén héa ctia Telmisartan.

Hydroclorothiazid

Khong bi chuyén héa trong co thé ngudi.

e Thai trur:

Telmisartan:

Khoang 97% luong Telmisartan dugc thai trir dudi dang khong ddi theo duomg mat vao phén,
chi c6 mdt luong rét it (dudi 1%) dugce thai qua nude tiéu. Thoi gian ban thai cua Telmisartan
dai hon 20 gio. D9 thanh thai qua than khi dung duong ubng hon 1500 mL/phut.
Hydroclorothiazid:
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Thuoc dugc thai trir chi yéu qua than phan lon dudi dang khong chuyén hoa. Khoang 60 %
liéu ubng duoc thai trong Vong 48 gi¢. Do thanh thai qua than khi dung duong uong khoang
250 — 300 mL/phut Thoi gian ban thai khoang 10 — 15 gio, c6 thé kéo dai trong truomg hop
suy than nén can diéu chmh lidu dung.

e Tinh tuyén tinh vé dwge dong hoc:

Telmisartan:

Telmisartan khong thé hién tinh tuyén tinh gitta ndng d6 trong méu va thay ddi lidu dung, khi
tang lidu, ndng d6 trong méu s& tang nhiéu hon.

Hydroclorothiazid

Hydroclorothiazid thé hién tinh tuyén tinh giita nong do trong mau va thay ddi lidu dung.

e Gidi tinh:

Telmisartan:

Nong db trong méu cua Telmisartan & phai nit cao hon 2-3 1an so v&i phai nam, tuy vy huyét
ap & phai nit khong bi anh huéng, do d6 khong can thay dbi lidu ¢ phai nit.
Hydroclorothnaznd

Nong d¢ trong mau cua Hydroclorothiazid ¢ phai nit cao hon so véi phdi nam, tuy vy céc
dap g 14m sang & phai nit khong thay doi.

e Suy thin

Telmisartan:

Thai trir qua than khong gép phan vao viéc thai trir Telmisartan. Dya trén kinh nghiém con it
trén cac bénh nhan suy than tir nhe dén trung binh (d9 thanh thai Creatinin 30-60 mL/phut,
trung binh khoang 50 mL/phiit) khong can diéu chinh liéu & nhitng bénh nhén bi giam chirc
ning than. Telmisartan khong duoc loai bo khéi mau biang cach chay than nhan tao.
Hydroclorothland

O nhing bénh nhén c¢6 chirc nang thén suy giam, toc do thai trir Hydroclorothiazid bi suy
giam. Trong mot nghién ctru dién hinh & nhimg bénh nhan c¢6 d6 thanh thai Creatinin trung
binh la 90 mL/pht, thoi gian ban thai cua Hydroclorothiazid dugc tang 1én.

13. QUY CACH PONG GOI:
Hop 03 vi x 10 vién nén, Hop 10 vi x 10 vién nén, Hop 20 vi x 10 vién nén
Chai 100 vién nén, Chai 200 vién nén, Chai 500 vién nén.

14. PIEU KIEN BAO QUAN Dudi 3OOC noi kho réo, tranh anh sang.
HAN DUNG: 36 thang ké tir ngdy san xut.
TIEU CHUAN CHAT LUQNG THUOC: Tiéu chuén USP 41.

15. TEN, PIA CHI CUA CO SO SAN XUAT:
CONG TY CO PHAN DUQGC PHAM KHANH HOA
bia chi: Pudng 2/4, Khém Pong Bic, phudng Vinh Hoa, thanh ph6 Nha Trang, tinh Khanh Hoa
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