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TO HUGNG DAN SU DUNG THUOC
Vién nén bao phim

DEMBELE
Vién nén bao phim

DEMBELE-HCTZ

Thudc bdn theo dan
D¢ xa tam tay tré em
Poc kj hwéng din sir dung trude khi ding
Théng bdo ngay cho béc s§ hodic dugc sj nhirng tic dyng khéng mong mudn khi sir dyng thube
Té thong tin sin phdm ndy bao gom huwéng dén sir dung cho thuéc c6 nhiéu ham lugng khic nhau

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1

2

. Thanh phén
MJi vién nén bao phim DEMBELE chifa:
LT O —— 80 mg
Hydroclorothiazid.............ccccoeeeee. 12,5 mg
T4 dugc: Povidon, cellulose vi tinh thé, silicon dioxyd, lactose, crospovidon, magnesi stearat,
HPMC, talc, titan dioxyd, PEG, mau oxyd sdt d6, mau brown oxyd.

Ma3i vién nén bao phim DEMBELE-HCTZ chira:

Valsartan.........ccccoveneeesenencancnnnns 160 mg

Hydroclorothiazid............ccococniinas 25 mg .

Ta duge: Lactose monohydrat, cellulose vi tinh thé (M112), povidon, crospovidon, magnesi
stearat, silicon dioxyd, HPMC EG, titan dioxyd, talc, PEG 4000, polysorbat 80, dau thau dau,

mau ponceau 4R lake.
. Mé ta san phdm
DEMBELE: Vién nén dai bao phim mau ndu d6, mét mét dap logo ﬁ , mdt kia dap gach

ngang.
DEMBELE-HCTZ: Vién nén dai, bao phim mau hong, hai mit tron.

. Quy cich déng géi
DEMBELE : HYp 3 vi (Nhoém - Nhom) x 10 vién.
DEMBELE-HCTZ: Hop 3 vi (Nhom - Nhom) x 10 vién.

. Thude ding cho bénh gi?

DEMBELE/ DEMBELE-HCTZ chia hai thanh phdn hoat chdt chinh la valsartan va

hydroclorothiazid. Ca hai hoat chit ndy déu c6 tac dung kiém soat tinh trang ting huyét ap.

_ Valsartan, mét thudc thudc nhém dbi khang thy thé angiotensin I1, gitip kiém soat huyét ap
cua ban. Angiotensin II 12 mdt hop chét co trong co thé ban, ¢6 tac dung gay co mach méu,
do d6 1am huyét 4p cuia ban tang lén. Valsartan hoat déng bing cach ngin chin téc dung
ciia angiotensin II. Tur d6, lam gidn mach méau va ha huyét ap.

- Hydroclorothiazid, mjt thubc loi tiéu nhom thiazid, 6 tac dung ting luong nude tiéu lam
ha huyét ap.

Thudc duge ding theo chi dinh cua béc sy dé didu tri ting huyét 4p cho bénh nhén cin phdi

hop thude, khi ma don tri liéu khéng hiéu qua. Thuéc khéng duge ding dé khoi du didu tri.
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5. Nén dung thude nay nhw thé nao va liéu luwgng?
Luén ding thude chinh xdc nhu huéng din cua béc s hodc dugc sy. Néu ban chira rd, hdy
héi lai cho chiic chin.
Liéu dung:
Béc s§ s& cho ban biét ban cin ubng bao nhiu vién. Tiy thugc vao dép img cua ban ddi
v6i diéu tri, bac sy c6 thé cho ban ding liéu cao hon hodc thap hon.

Liéu thong thudmg 1a 1 v1énf ngay
Téc dung ha huyét ap t6i da cia DEMBELE/ DEMBELE-HCTZ ¢6 thé dat duge trong

vong 4 - 8 tuan sau lidu khoi dau.

Dung th ubc cho doi twgng dic bigt

Tré em: Khong khuyen cdo sir dung.

Béc s¥ sé chi dinh lidu pht hop cho ban trong trueong hop ban la ngudi cao tudi, bi suy gan,
suy thén.

Ciach dung:
Ban phai diun thuc-c déu din hang ngay.

Khéng thay doi liéu ding hoic ngung dung thudc khi khong c6 ¥ kién ciia béc s§.

Nén u6ng thuﬁc vao cung mot thoi diém trong ngay, thudng la vao budi sang.

B;,m c6 thé uong thuée ciing hodic khong ciing thirc #n.

Nudt nguyen vién v6i mot ly nude. Khong duge nhai, bé, nghién, hoa tan vién trong nuéc

trude khi uong.

6. Khi nio khong nén ding thubc niy?

Khéng nén ding thudc nay néu ban:

_ Min cam véi valsartan, hydroclorothiazid, cac dén xuét sulfonamid khac hodc bat ky thanh
phin nao cua thude.

~ Pang mang thai 3 thang giira va 3 thing cudi thai ky.

- Bi bénh gan n@ng, pha huy cic fmg mét nhd trong gan (xo gan tdc mat) gdy tich tu mat
trong gan (& mat).

- Bi bénh than ning.

- Khong thé di tiéu.

- Dang didu tri bing chay thin nhan tao.

_ C6 mire kali hoac natri trong méau thap hon binh thudng ho@c mirc calei trong médu cua ban
cao hon binh thudmg mic du da duge dicu trj.

— Néu ban bj git.
- Bi déi thdo duimg hoiic suy than va dang sir dung thude ha huyét 4p c6 chura aliskiren.

Khong ding thudc néu ban gip phai nhig trudong hop trén. Tham khao y kién béc sy néu ban

chua chic chén.

A\
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Téc dung khdng mong muén
Nhu cac thubc khiac, DEMBELE/ DEMBELE-HCTZ c6 thé gay tac dung khong mong mudn,

nhung khong phai ai cling gép phai.
Ngung ding thudc va lién hé trung tém y 18 gan nhdt néu ban gap cdc phan img sau:

Céc triéu chimg phi mach (mét loai phan img di ing) nhu:
_ Sung mit, mdi, ludi hodc ¢b hong.
- Khé thé hoiic khé nudt.

- Nbi may day, ngira.
Cdc tdc dung khong mong muon khdc:

Tdc dung khong mong mudn lién quan phoi hgp valsartan/ hydroclorothiazid \/

It gap

Trang 2/18
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Ho.

Ha huyét ép

Choang vang.

Mit nude (triéu chimg bao gom khat, khé miéng va ludi, tiéu it,nude tiéu sim mau, kho da).
Pau co.

Mét moi.

Cam giac chdm chich, ngira ran (di cam).

Réi loan thi lyc.

U tai.

Rat hiém gap

Chéng miit.

Tiéu chay.

Pau khép.

Chuea rd tdn sudt

Khé thé.

Lugng nudc tiéu gidm nghiém trong.

Lirgng natri trong mau thﬁp (doi khi gy buém nén, mét moi, 1 1an, suy nhugc, co giét).
Luong kali trong méu thap (d6i khi gay yeu co, co cung co, nhip tim bat thuong).

Lugng té bao bach cau trong mau thap (véi céc triéu chimg nhu sot, nhiém tring da, dau
hong va loét miéng do nhiém tring, yéu 6t).

Luong bilirubin trong méu ting (ndng c6 thé gdy vang da va mat)

Mirc BUN va creatinin trong mau tang (co the la déu hiéu cuia bét thudng chirc nang thén).
Mitc acid uric trong méu ting (néng cé thé gdy khdi phat git).

Hon mé (ngz’it xiu).

Tdc dung khong mong muén lién quan valsartan

It gap

Cam gidc xoay vong (chéng mit).

Dau bung.

Chua ré tan sudt

Phét ban ngoiu da kém hogc khong kém ngira cung mot s6 dau hiéu hozc triéu chlmg sau: Sot,
sung khép va dau khop, dau co, sung hach bach huyét v&/ hojic tridu chimg gidng cum (ddu
hiéu cua be;nh huyet thanh)

Phat ban, dém tlm dé st, ngira (du hiéu cuia viém mach mau).

Giam s6 lwong tidu cdu trong mau ( d6i khi cé chay mau hogc bim tim bét thudng).

Tang luong kali trong mau (co thé gdy co that co va nhip tim bt thubrng)

Phan img di ing (vdi cac tri¢u ching nhu ndi mén, phat ban, ngira, kh6 thd hodc khé nudt,
chong mit).

Sung phd, cht yéu & mat va hong, phét ban, ngira.

Téng céc chi s0 chire nang gan.

Giam hemoglobin va ty 1& héng cau trong méu (c6 thé dan dén thiéu mau trong trudng hop
nghiém trong).

Rop da (ddu hiéu ciia viém da béng nudc).

Suy than.

Tdc dung khong mong muén lién quan hydroclorothiazid

Rat thuomg gap

Giam murc kali trong mau.

Téng lipid trong mau.

Thuong gap

Giam mirc natri trong mau.

Giam mirc magnesi trong mau.

Tang mic acid uric trong mau. W

N&i mén ngira va cic dang phét ban khac.
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Chodng, ngét xiu khi dimg 1én.

Chén 4n, budn ndn va ndn nhe.

Liét duong.

Hiém gap )

Sung va phong rop da (nhay cam anh séng).

Tang mitc calci trong méu.

Tang glucose trong méu, glucose nudce tiéu va lam nang thém tinh trang dai thao duong.

Téo bon, ti€u chay, da day hodc rudt kho chiu, rbi loan chire ning gan (vang da hoic mat).
Nhip tim bat thuomg.

Nhire dau, chéng mit.

Cam giac cham chich, ngira ran (di cam).

Réi loan gidc ngu.

Tam trang chan nan (tram cam).

Giam s6 lugng tiéu cAu trong mau (d6i khi kém chdy mau hodc bim tim dudi da).

Suy giam thi lye.

Rat hiém gap

Viém mach mdu véi cac tri¢u chimg nhu phét ban ndt tim do trén da, sot.

N&i mén, ngira, phat ban, kh6 ther hoge khé nudt, chéng mit (phan mg qud mén).

Bénh ngoal da néng gay ndi mén, do da, phong rop moi, mat hoac miéng, bong tréc da, st
(hoai tir biéu bi nhiém djc).

Phat ban trén miit kém dau khép, réi loan vé ca, sbt (lupus ban do6 & da).

Pau ning & ving bung trén (viém tuy), thiéu hoic giam s0 lugng cac loai té bao méu

Kho thé kem sbt, ho, thds kho khé, nhiém tring phdi, kho thé (suy hd hip bao gdm viém phdi
va phu phdi).

S6t, dau hong, nhiém trung thudng xuyen hcm (mét bach cAu hat).

Da nhot nhat, mét méi, kho thé, nuée tiéu sAm mau (thlcu mAu tan huyét).

Sét, dau hong, loét miéng do them trung (giam bach cau).

Lua lﬁn mét moi, co gidt va co thét co, tho nhanh (nhiém kiém ha clor huyét).

Chua rd )

Yéu 6t, bAm tim va nhiém tring thudng xuyén hon (thleu méu bét san).

Giam nghiém trong lwong nude tidu (dau hiéu cta roi loan chire néng thin hogc suy thén).
Giam thi luc hodc dau mit do ting dp lyc trong mét (c6 thé 1a ddu hiéu cua glaucom géc
déng cip).

Phat ban, d6 da, phdng rép méi, mét hodic miéng, tréc da, sdt (c6 thé 1a ddu hidu cua héng
ban da dang).

Co thit co.

Sét.

Yéu Ot (suy nhuqc)

Thudc c6 thé €6 tdc dung khong mong muon khde, thong bdo cho bdc sy nhitng tdc dung
khéng mong mudn gdp phdi khi si: dung thubc.

8. Nén trdnh ding nhimg thudc hodic thye phim gi khi ﬂang sir dung thude nay?

Thoéng bdo cho bac sy hoiic dugc s§ cua ban vé tit ca céc loai thudc ma ban dang st dyung,
bao gom ci céc thude ké don hodc khong ké don, céc vitamin hodc thude tir duge liéu.

Théong bdo cho bdc sy hodc duoc sy néu ban dang su dung cdc thuéc sau:

Hiéu qua diéu tri co thé bi anh hwong néu phéz hop valsartan/ hydroc!orolh:azrd dugc ding
dong thoi vdi mot sé‘ thuéc, cé thé can chinh liéu, thdn trong khi stc dung hodc mot $6 truong
hop phai ngimg thudc:

Lithi (thude diéu tri mdt sé bénh vé tim than).

Thubc 1am tang luong kali trong mau cua ban Bao gdm thuc phim bd sung c6 kali hodic ché
phim thay thé muéi c6 kali, thudc loi tiéu tiét kiém kali va heparin.

Trang 4/18 ‘/
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Thudc c6 thé lam giam luqng natri trong mau cia ban nhu cac thuoc loi tiéu, corticosteroid
(nhu predmsolon), mét sd thuéc nhuin tring (nhu dau thau dau), ACTH (hormon),
carbenoxolon (diéu tri loét mu;-,ng) amphotericin (thubc khang ndm), penicillin G (khang
sinh), acid sallcyhc va dén chit.

Mot sé thudc khéng sinh (nhém rifamicin), thube chong thdi ghép trong ghép co quan
(ciclosporin) hodc khéng retrovirus dung trong diéu trj nhiém HIV/ AIDS (ritonavir). Nhimg
thudc nay c6 thé 1am ting tac dung cia DEMBELE/ DEMBELE-HCTZ.

Nhﬁ'ng thuoc c6 thé gdy xoan dinh (nhip tim bat thuong) nhu thudc chéng loan nhip (thube
diéu 1rj cac van dé v& tim) va mét sé thude chbng loan than

Thude lam Jguaun lugng natri trong mau cuia ban nhu thu6c chdng tram cam, thude chdng loan
thﬁn va thude diéu tri ddng kinh.

Thubc diéu tri git nhu allopurinol, probenecid, sulfinpyrazon.

Li¢u pha b6 sung calci va vitamin D.

Thudc dlgll tri d4i thdo dudmg (thuéc diing dudmg udng nhu metformin hogic msuhn)

Céc thudc khéc gy ha huyét 4p clia ban bao gom methyldopa céc thude trc ché ACE (nhu
enalapril, lisinopril,...) hodc aliskiren, hodc cac thuéc gdy ting huyét 4p cha ban nhu
noradrenalin ho#c adrenalin.

Dtgoxm hodc céc digitalis glycosid khac (thubc didu tri cac vin dé vé tim).

Cac thube gy tang lugng dudng trong méu cua ban nhur diazoxid hodc cac thudc chen beta.
Céc thude doc té bao (diéu tri ung thu), nhu methotrexat hodc cyclo;:hosphamd

Thubc giam dau va thubc didu tri v1em khép nhu thude giam dau khang viém khéng steroid
(NSAID) bao gom céc thudc trc ché chon loc cyclooxygenase-2 (COX-2) va acid salicylic >
3g

Thuoc gidn co nhu tubocurarm

Thude khang cholinergic thudc diéu tri cac rdi loan nhu co that da day - ruot co thit niéu
dao - bang quang, hen phé quan, say tau xe, co thit co, bénh Parkinson va hd trg giy mé),
nhu atropin hodc blpenden

Amantadin (mét thudc dung dé ngan ngfra cim va diéu trj Parkinson).

Cholestyramin va colesupol (thude diéu tri chimg m& mdu cao).

Cyclosporin, mgt thube chdng thai ghép trong ghép co quan.

Ruge, céc thude gdy ngi hodc gy mé (thudc co tac dung gy ngti hodc giam dau dung trong
phﬁu thut).

Thude can quang chira iod, ding trong xét nghiém chan doan hinh anh.

Str dung DEMBELE/ DEMBELE-HCTZ vdi thuec dn

Ban co the ding thudc cung holc khdng cling v4i thirc dn.

Trénh udng rugu trong khi dung thuée. Rugu cé thé khién cho huyet &p cua ban giam xubng
nhiéu hon v&/ hodic lam ting nguy co ban bi chéng mét hoac ngét xiu.

9. Cin lam gi khi m{t lin quén khong dung thudc?
Neu ban quén du.ng mét liéu, dung lidu d6 cang som cang t6t ngay khi ban nho ra. Tuy nhién,
néu sdp dén thoi gian dimg liéu tlep theo, bo qua liéu ban di quén va udng lidu tiép theo nhu
binh thudmg. Khong udng gip d6i lidu dé bu cho li¢u da quén.

10. Néu ban muén ngirng thuoc
Ngurng str dung thudc c6 thé 1am bénh ctia ban niing thém. Khéng ngimg thudc trir khi bac s

bao ban ngimg.
Néu ban c6 céu hoi gi thém, hdy hoi y kién béc sy hodic dugc s§.

11. Cén bio quan thude nay nhw thé nao?
Giir thude trong bao bi goc cuia nha san xudt, ddy kin.
Pé thudc noi khd rdo, trdnh d4nh sang, nhiét dd khong qué 30°C, va ngoai tdm v&i cla tré em.
Khong sir dung thudc sau ngay hét han ghi trén bao bi (hdp va vi thude).

Trang 5/18
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12. Nhirng déu hiéu va triéu chimg khi ding thude qua lidu

Ding thudc chinh x4c nhu hucmg dén cua béc sj. Neu ban dung qué lidu hodc tré em nudt
phai thuoc, lién h¢ ngay véi bac s§ va trung tam y té gin nhit. Khi dung qua lidu ban c6 thé
cam thdy chéng mit ning v&/ hodc ngét.

13. Cén phai lam gi khi dung thubc qué liéu khuyén cdo?

Ngung ding thudc, nim xuong va lién lac ngay v6i béac sy hodc trung tam y té gin nht.

Mang theo vién thudc ciing véi bao bi dé béc sy biét ban da udng thudc gi va cb bién phap xir
ly kip thoi.

14. Nhirng diéu cin than trong khi ding thude nay

Trude khi ding thude nay, théng bdo cho bdc sy néu ban dang cé cdc van dé vé sitc khde sau
day:

Néu ban dang dung thudc c6 thé lam téng luong kaII trong mdu clia ban. Nhimg thudc nay
bao gém thuc phim bé sung kali, ché pham thay thé mudi chira kali hogc cac thudc khéc c6
thé 1am tang luong kali trong méu ciia ban nhu heparin. C6 thé cén phai kiém tra dinh ky
lugng kali trong mau cua ban.

Néu ban c6 muc kali trong méu thip.

Ban bi non hodc ti€u chay ning.

Ban dang diing lidu cao cdc thudc lgi tiéu.

Ban bi bénh tim ning.

Ban bj suy tim hoac tirng bi con dau tim. Tudn tha hudéng din cua béc sy khi ding liéu khéi
diu mot cach cin than. Béc s§ ciing c6 thé kiém tra chirc ning thin cta ban.

Ban bi hep dong mach than.

Ban dugc ghép than gan day.

Ban bi cudng a]dosteron, bénh nay lam cho tuyén thugng thin clia ban tao ra qua nhiéu
hormon aldosteron. Néu ban bi bénh niy, khong khuyén cdo st dung valsartan/
hydroclorothiazid.

Ban bi benh gan hodc than.

Ban bi sdt, phéat ban va dau khép, ddy c6 thé la nhimg dau hiéu cua lupus ban do hé théng
(SLE, mét bénh ty mién).

Ban bi d4i théo dudng, git, ting cholesterol hodc chit béo trong mau cta ban.

Ban timg bj sung & ludi hodc mit do phan lrng di g goi 1 phi mach khi sir dung céac thude
ha huyet ap khéc trong nhém thudc nay (thude doi khing thy thé angiotensin II (ARB)) hodc
bi di ung ho#c hen phe quan, thong bao véi bac sy Néu tnf;u chirmg xay ra khi ban dang dung
DEMBELE/ DEMBELE-HCTZ, ngimg dung thudc ngay va khong dung lai nira.

Ban bi glam thi luc hodic dau mat. Bay c6 thé 1a nhimg tri¢u chl.mg cuia tang ap lyc trong mit
va ¢6 thé xay ra trong vong vai gio dén 1 tuan sau khi uéng valsartan/ hydroclorothiazid.
Diéu nay co thé dan dén mat thi lwc vinh vién néu khéng duge diéu tri. Ban cé thé c6 nguy co
gdp phai diéu nay cao hon néu ban trudce dé tung bi di ung vdi penicillin hodc sulphonamid.
Thudc ¢6 thé khién da ban tﬁng nhay cam v6i 4nh sang mdt trdi.

Néu ban dang ding bt ki thudc nao sau day dé didu tri tang huyét ap

- Thude trc ché ACE (vi du nhu enalapril, lisinopril, ramipril) dic biét 1 néu ban bj bénh
thdn do dai thao dudng.

- Aliskiren.

- Neu ban dang dung thudc trc ché ACE chung véi mét thube khéc nhu thude d6i khang thu
thé mineralcorticoid (nhu spironolacton, eplerenon) hodc thudc chen beta (nhu metoprolol).

Bac sy ¢6 thé kiém tra dinh ky chic niing thin, huyet ap va lugng dién giai (nhw kali) trong

mau cia ban.

Canh bdo lién quan dén td duge

DEMBELEf DEMBELE-HCTZ cé chita lactose, thong bao cho bic sy néu ban di timg dugc

cho biét khéng dung nap véi bit cir loai dudng nao.
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DEMBELE-HCTZ ¢6 chira polysorbat 80, mau ponceau 4R lake c6 thé gdy di (mg va dau
thiu dau c6 thé gdy budn nén, ndn, dau byung, tiéu chay.

Tréem

Khéng khuyén céo ding thudc cho tré em va tré vi thanh nién (dudi 18 tudi).

Phy nitr mang thai hodc cho con bu

Phuy nir mang thai
Ban phai thong bdo cho bac sy biét néu ban mang thai (hoic c6 thé co thal) Béc s¥ thucmg s&

khuyén ban ngimg dung thudc trude khi mang thai hodc ngay khi ban biét minh c6 thai va c6

thé khuyén ban str dung mdt thuoc khéc thay thé.
Khéng khuyén céo ding thube troni thoi gian ddu thai ky va khong dugc sir dung néu ban

mang thai tir 3 thang trd 1€n vi ¢6 theé gdy hai nghiém trong dén con cua ban néu sir dung sau

thang thir 3 cua thai ky.

Thai ky cho con bii
Théng bdo cho bac sy néu ban dang cho con bu hoic sip bét ddu cho con bi. Khong khuyén

cédo dung thude kh1 dang trong th&i ky cho con bu va béc sy ¢6 thé chon mét thude khéc cho
ban néu ban muén cho con bu, dic biét néu con cua ban I tré so sinh ho#c sinh non.

Anh hudng cua timoc dbi véi kha ndng ldi xe va vgn hanh mdy méc
Nhu nhimg thudc diéu trj ting huyet ap khac, DEMBELE/ DEMBELE HCTZ ¢6 the gay

chéng miat va c6 thé anh hudng dén kha nang tip trung clia ban. Ban cin biét chic chin anh
huéng cia valsartan déi véi minh truée khi 14i xe hodc van hanh mdy méc.

15. Khi nio cin tham vin béc s, duge s§?
Néu cin thém thong tin xin hoi y kién bac sy hodc duge sj.

16. Han diing ciia thudc: 36 thang ké tir ngay sin xuat.

y
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PHAN 2. HUGNG DAN SU DUNG THUOC CHO CANBQ Y TE

1. DUQC LYC HQC
Nhém dwge ly: Déi khéng thy thé angiotensin II va loi tidu, valsartan va loi tiéu.
Mi ATC: C09DAOS3.
Valsartan
Valsartan 12 mot chit dbi khang thy thé angwtensm II c6 hoat tinh manh va dac hi¢u dung
dudng udng. N6 tac dong mét cach chon loc 1én tiéu thu thé AT chju trach nhu;m dbi véi cac
tic dung da biét cua angiotensin II. Nong d6 cua angiotensin II trong huyét tuong tﬁng 1€n
sau khi thu thé AT bi irc ché bing valsartan c6 thé kich thich thu thé AT> khong bl trc ché,
¢6 tac dung lam cin bing véi téc dung cua thy thé AT). Valsartan khong cho thdy bét ky hoat
tinh ndo clia chit chii vén tai thu thd AT; va ¢6 i luc cao hon nhidu (gap khoang 20.000 lan)
d6i véi thu thé AT, so voi thy thé ATa.
Valsartan khong (¢ ché enzym chuyén angiotensin (ACE), con dugc biét 1a kininase II
chuyén angiotensin 1 thanh angiotensin II va lam thodi bxen bradykinin. Do khong cb tac
dung nao trén enzym chuyén angmtensm va khong ting tiém lyc cua bradykinin hodc chit P,
chét dbi khéng anglotensm II khong gdy ho. Valsartan khong gén két hay 1rc ché céc thu thé
hormon khéc hay céc kénh ion quan trong trong diéu hoa tim mach Diéu trj valsartan & bénh
nhén ting huyét 4p cho két qua ha 4p t6t ma khong anh hudng dén nhip tim.
Hydroclorothiazid:
Hydroclorothiazid 1a mot thude loi tiéu thiazid lam téng bai tiét natri clorid va nuéc do co
ché trc ché tai hép thu céc ion natri va clorid & dng lron xa. Hydmclorothxaznd cd tac dung ha
huyét ap, du tién do giam the tich dich ngoal bao, theo thoi gian tic dung ndy mét do co ché
bu. Sau do, tac dung ha huyet ap la do su gidn mach.
Su két hop giita valsartan va hydroclorothiazid lam ting tac dung ha huyet ap so voi khi ding
mot thudc don 1. Pong thoi tdc dung khong mong muén ha kali huyét cia hydroclorothiazid
duge giam do tac dung tiét ki¢m kali cua valsartan.

2. DUQC PONG HQC
Valsartan/ hydroclorothiazid:
Sinh kha dung toan than cua hydroclorothiazid giam khoang 30% khi dung dong thoi véi
valsartan. Pdng hoc cua valsartan khong bi dnh hudémg dang ké khi dung ddng thtn vai
hydroclorothiazid. C4c tuong tic dwoc bdo cdo khong bi anh hudng khi dung ph01 hop
valsartan va hydroclorothiazid, do c4c thir nghi¢m lam sang cho thiy tac dung diéu tri ha
huyét 4p rd rét, cao hon so v6i khi chi dung mét trong hai hoat chét hodc gia dugc.
Valsartan

Hdp thu

Valsartan hip thu nhanh sau khi udng. Sinh kha dung dltémg udng dat khoang 23%. Thoi
gian dat ndng d(,) dinh trong huyét tuong trong khoang 2 - 4 gid sau khi ding thube. Thire an
c6 anh huong bét lgi dén hap thu cia valsartan, lam giam AUC khoang 40% va giam ndng do
dinh trong huyét tuorng kho;’mg 50%, nhung nong do trong huyét tuong sau khi ubng 8 gior
tuong ty nhau khi ubng ciing hoic khong cung thuc ﬁn Tuy vy, AUC giam khong kém theo
gidm tdc dung lam sang cd y nghia, do do6 co thé udng valsartan trong hodc ngoai bira an.
AUC va nong d§ dinh trong huyét twong cua valsartan ting tuyén tinh véi lidu trong khoédng
lidu duge khuyén cdo trén 14m sang.

Phén bé

Valsartan lién két manh véi protein huyet tuong (khoang 94 - 97%), chu yéu lién két voi
albumin. Thé tich phén bd & trang thal on dinh sau khi tiém tinh mach valsartan khoang 17 L,
nhu véy chimg té khéng c6 sy phan b quan trong valsartan vao cic mo.

Chuyén héa

Valsartan khong duoc chuyén héa dang ké, chi c6 20% lidu tim thdy dudi dang chét chuyén
héa. Chit chuyén héa cua valsartan 1a valeryl 4-hydroxy valsartan khéng c6 hoat tinh xac
dinh duoc trong nudc tiéu va phan. Hién chua x4c dinh dugc chinh xéc cdc enzym tham gia
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chuyén héa valsartan nhung cé thé valsartan khong dugc chuyén héa qua hé enzym
cytochrom Paso.

Thdi tric

Valsartan dugc thai trir theo nhiéu pha (ti alpha < 1 gid, tiz beta khoang 9 gi0). Valsartan
thai trir chi yéu qua dudng mét vao phan (khodng 83%) nhung ciing qua thén vao nuée tidu
(khodng 13% lidu), chii yéu dudi dang khéng doi. Sau khi tiém tinh mach, d§ thanh thai
valsartan huyét tuong khoang 2 L/ gidr va d6 thanh thai thin 0,62 L/ gi& (khoang 30% do
thanh thai toan bd). Thoi gian ban thai clia valsartan khoang 6 gio.

Hydroclorothiazid

Hap thu

Sau khi ubng, hydroclorothiazid hdp thu tuong d6i nhanh (tmex khoang 2 gid). Sy ting AUC
trung binh 12 tuyén tinh v ty 18 véi lifu trong pham vi diéu tri. Sy anh hudng cua thic 4n,
néu c6, ¢6 rit it ¥ nghia 1am sang. Sinh kha dung tuy§t ddi ciia hydroclorothiazid 14 70% sau
khi udng. Sinh kha dung ctia thude c6 theé giam & ngudi suy tim hodc bi phu.

Phdn bo

Ty 1é hydroclorothiazid lién két protein huyét twong khoang 60%, chu yéu lién két véi
albumin. Thé tich phan bd biéu kién khoang 0,8 L/ kg. Hydroclorothiazid ¢ thé di qua nhau
thai, phén bé va dat ndng d cao trong thai nhi, bai tiét vao sita nhung khéng thé di qua hang
rao mau ndo. Hydroclorothiazid tich Iy trong héng cAu, ndng dd hydroclorothiazid trong
héng cAu cao gép khoang 1,8 ldn trong huyét tuong.

Chuyén héa

Hydroclorothiazid khong bi chuyén héa, dwoc thai trir nhanh chéng qua thén.

Thdi trie

Hydroclorothiazid dugce thai trir chu yéu dudi dang khong d6i. Thoi gian ban thai cua
hydroclorothiazid khoang tir 6 - 15 gid. Pong hoc hydroclorothiazid khong ddi khi ding lidu
I3p lai va thudc tich lily t6i thidu khi dung liéu 1 1an/ ngay. Trén 95% lidu duge hép thu dugce
thai trir duéi dang khong déi trong nuée tiéu. Thanh thai qua thin bao gdm qué trinh loc thu
ddng va bai tiét tich cyc vao éng than.

Doi twgng dic biét

Ngudi cao tudi

O mot sb ngudi, ndng d9 valsartan méu hoi cao hon ngudi tré, nhung khong c6 y nghia nao
vé mit lam sang.

Mot sb thong tin cho thdy thanh thai toan than cta hydroclorothiazid giam ¢ ca ngudi cao
tudi khoe manh va bj ting huyét 4p so véi ngudi tinh nguyén khoe manh tré tudi.

Suy thdn

J lidu khuyén céo ctia phdi hop valsartan/ hydroclorothiazid 160 mg/ 25 mg, khong can
chinh liéu cho bénh nhén ¢6 Cle 30 - 70 ml/ phiit.

Chura c6 dit lidu vé viée sir dung phdi hop valsartan/ hydroclorothiazid 160 mg/ 25 mg & bénh
nhan suy than nang (Cle < 30 ml/ phat) va bénh nhan thim tich méu. Valsartan ghn két
protein huyét twong manh va khong bi loai bo khi tham tach méu, trong khi hydroclorothiazid
bi thém téch. ,

(3 bénh nhan bj suy than, ndng dd dinh trong huyét trong va AUC cta hydroclorothiazid ting
va the do thai trir qua thin giam. O bénh nhan suy thin nhe dén trung binh, da c6 bdo cdo
AUC cua hydroclorothiazid ting gip 3 lin. O bénh nhin suy thdn n3ng, AUC
hydroclorothiazid ting gip 8 lin da duoc bao cdo. Chéng chi dinh dung hydroclorothiazid
cho bénh nhan suy than nang.

Suy gan

M6t nghién ciru duge dong hoc cho thiy AUC ting ghp d6i & ngudi bi suy gan nhe téi vira so
voi ngudi khée manh.

Chura c6 thong tin vé viéc sir dung valsartan & bénh nhan suy gan ning.

Bénh gan gdy anh huéng khong ding ke dén dugce dong hoc cia hydroclorothiazid.
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3. CHI PINH
Diéu tri ting huyét 4p nguyén phét & ngudi lon.
DEMBELE/ DEMBELE-HCTZ 1 phéi hop lidu c6 dinh, duge chi dinh cho bénh nhén khong
thé kiém soat day di huyét 4p cua khi chi diing valsartan hogc hydroclorothiazid.

4. LIEU DUNG - CACH DUNG
Lit’*&u dung:
Lidu khuyén cdo cua valsartan/ hydroclorothiazid 80 mg/ 12,5 mg va valsartan/
hydroclorothiazid 160 mg/ 25 mg 12 1 vién/ ngay. Khuyén céo diéu chinh liéu theo timg
thanh phan. Trong mdi trudng hp, nén diéu chinh liéu cla timg thanh phan riéng 1é dén liéu
tiép theo dé giam nguy co ha huyét 4p va kha ning gdp phai cac tac dung khong mong mudn.
Khi thich hgp trén lam sang, ¢6 thé can nhéc thay dbi truc tiép tir don trj sang dang phéi hop
cb dinh cho nhimg bénh nhén c6 huyét &p khong thé kiém soat day du chi bing valsartan
hoiic hydroclorothiazid, sau khi diéu chinh liéu khuyén céo cho timg thanh phén riéng 1é.
Pép tmg trén 14m sang cla vién két hop cin dugc danh gia sau khi khoi diu diéu tri va néu
vAn khong kiém soat dugc huyét 4p, c6 thé tang lidu cia mt trong hai thanh phén dén lidu t6i
da valsartan/hydroclorothiazid 320 mg/ 25 mg.
Téc dung ha huyét &p phat huy déng ke trong vong 2 tuéin,
G hiu hét bénh nhén, tc dung téi da da duoc bao cio trong vong 4 tudn. Tuy nhién, & mt s6
bénh nhén c6 thé cin dén 4 - 8 tudin diéu trj. Piéu ndy cin dugc can nhéc trong qué trinh diéu
chinh liéu.
Déi twgng dic biét
Bénh nhan suy thin
Khong can digu chinh liu cho bénh nhén suy thin nhe va trung binh (GFR 2 30 ml/ phat).
Do trong thanh phan c6 chira hydroclorothiazid, chong chi dinh dung vién két hop cho bénh
nhén suy than ning (GFR < 30 ml/ phut) va vé niéu. Chéng chi dinh dung phdi hop valsartan
véi aliskiren cho bénh nhan suy than (GFR < 60 ml/ phut/ 1,73 m?).
Bénh nhin ddi thdo dwong
Chéng chi dinh phéi hop valsartan v6i aliskiren & bénh nhén dai thdo dudng.
Bénh nhan suy gan
() bénh nhén suy gan nhe t6i vira khéng kém & mat, liéu valsartan khong nén vuot qua 80 me.
Khéng cén chinh liéu hydroclorothiazid cho b§nh nhén suy gan nhe dén trung binh. Do thanh
phén chira valsartan, chéng chi dinh dung vién két hop cho bénh nhin suy gan ning, xo gan
mét va r mat.
Ngudi cao tudi
Khéng cin chinh lidu & ngudi cao tudi.
Tré em
Khoéng khuyén cdo ding thudc cho tré em va thanh thiéu nién dudi 18 tudi vi chua c6 du
bing chimg vé an toan va hi¢u qua.
Ciéch dung:
Ubng thudc véi nude, ubng ciing hodc khong cing véi thirc an.
Nubt nguyén vién véi mdt ly nuée. Khong dugc nhai, bé, nghién, hoa tan vién trong nudc
trude khi uéng.

5. CHONG CHIi PINH
Main cam véi valsartan, hydroclorothiazid, cac din xudt sulfonamid khac hodic véi bat ky
thanh phén nao cta thude.
Phy nir mang thai 6 thang cubi.
Suy gan ning, xo gan o mat, téc mét.
Suy thén ning (Cler < 30 ml/ phit), v6 nigu.
Ha kali huyét dé khéng, ha natri huyét, tiing calci huyét va tang acid uric huyét c6 triéu ching.
Phbi hop véi céc thude chira aliskiren ¢ nhimg b¢nh nhén dai thdo duong hodc suy than /
(GFR < 60 ml/phut/1,73 m?). \q/
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6. CANH BAO VA THAN TRQONG KHI DUNG THUOC

Thay dbi dién gidi trong huyét thanh

Valsartan

Khéng khuyén c4o sir dung ddng thoi voi thye phém bd sung 6 kali, thudc loi tidu tiét kiém
kali, ché phim thay thé mudi c6 kali hodc cic thudc c6 thé lam tang kali khic (nhu
heparin, ...). Nén theo doi ndng @b kali khi thich hop.

Mot sb bénh nhan suy tim xut hién ting kali huyét, tic dung nay thudng nhe va thoang qua,
va thudng xdy ra & bénh nhan da bj suy than tir trwée. C6 thé can giam lidu va/ hodc ngimng
valsartan.

Hydroclorothiazid

Ha kali huyét di dugc bao cdo khi didu tri voi cic thudc loi tiéu thiazid, bao gbm
hydroclorothiazid. Khuyén céo theo ddi dinh ky kali huyét thanh.

Pidu tri v6i cde thue loi tiéu thiazid, bao gdm hydroclorothiazid, c6 thé gdy ha natri huyét
va nhiém kiém ha clor huyét. C4c thiazid, bao gdm hydroclorothiazid, c6 thé lam tang thai
magnesi qua nude tiéu gdy ha magnesi huyét. Loi tiéu thiazid c6 thé 1am giam bai tiét calci
qua nude tiéu va c6 thé lam ting calci huyét thanh.

Vi bit ky bénh nhan nao duge diéu trj véi thude loi tiéu, can kiém tra dinh ky céc chét dién
giai trong huyét thanh sau mdi khoéang thi gian thich hop.

Bénh nhin giam natri v/ hogc giam thé tich tuin hoin _

Bénh nhan duoc diéu trj véi céc thude loi tiéu, bao gdm hydroclorothiazid, can dwoc theo ddi
céc d4u hiéu rdi loan nuéc va .dién giai trén 1am sang.

Nhimg b¢nh nhan bi gidm thé tich tudn hoan v&/ hodc natri ning, nhu & bénh nhan dung lgi
tiéu lidu cao, ha huyét p c6 triéu chimg c6 thé xay ra & mot s6 hiém trudng hop sau khi khoi
dAu didu trj véi vién két hop valsartan/ hydroclorothiazid. Cn diéu chinh tinh trang gidm thé
tich tudn hoan v&/ hoac natri truéc khi bt diu diéu tri véi vién két hop valsartan/
hydroclorothiazid.

Bénh nhin suy tim man tinh ndng va cdc tinh trang khdc kich thich hé renin-angiotensin-
aldosteron (RAAS)

¢J bénh nhéan c6 chirc ning than phy thude vao hoat tinh cua RAAS (nhu bénh nhén suy tim
sung huyét ning), sir dung thuée tc ché ACE c6 thé gy thiéu niéu va/ hodc ting uré huyét
tién trién va trong trudng hop hiém 14 suy thin cép va/ hoic tir vong.

Nén danh gia bénh nhan suy tim hoéc sau nhdi méau co tim cung véi danh gid chic nang than.
Sir dung vién két hop & bénh nhan suy tim man tinh ning chwa dugc thiét lap. Vi thé, khong
thé loai trir nhitng nguy co ndy vi tic dung trc ché RAAS, vige sir dung vién két hop c6 thé
lién quan dén sy suy gidm chirc ning than. Khong nén ding vién két hop & nhimg b¢nh nhén
nay.

Suy gidm chirc nang thin

Khéng cin chinh liéu cho bénh nhén suy thén c6 Cle: 2 30 ml/ phut. Theo dai dinh ky kali,
creatinin va acid uric huyét thanh khi dung dang phdi hop valsartan/ hydroclorothiazid cho
bénh nhan suy thén.

Chéng chi dinh phéi hop céc thube dbi khang thy thé angiotensin 11 (AIIRAs) - bao gdm
valsartan - hodc céc thube vrc ché enzym chuyén angiotensin (ACE) vdi aliskiren & b¢nh nhén
suy than (GFR < 60 ml/ phut/ 1,73m?).

Suy gan

Than trong khi sir dung valsartan/ hydroclorothiazid cho bénh nhén suy gan nhe dén trung
binh khong kém & mét. Than trong khi ding cdc thiazid cho bénh nhén bi suy giam chic
ning gan hodc bénh gan tién trién vi nhimg thay di nho vé cén bing nudc va dién giai cling
¢6 thé din dén hon mé gan.

Ghép thin

Hién chua c¢é kinh nghiém vé an toan khi dung valsartan/ hydroclorothiazid cho b¢nh nhén
dugc ghép thin gin day.
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Cudng aldosteron nguyén phit

Khéng nén dung valsartan/ hydroclorothiazid cho bénh nhén cuong aldosteron nguyén phat
vi hé renin-angiotensin & nhilng b¢nh nhén nay khéng hoat dong.

Hep dpng mach chi va van hai ld, co tim phi dai tic nghén

Nhu nhimg thube gidn mach khéc, dc biét than trong khi ding valsartan cho b¢nh nhan hep
dong mach chi ho#ic van hai 14, hogc co tim phi dai tic nghén.

Tién sie phit mach

Phit mach, bao gdm phi thanh quén va thanh mén, gy tic nghén dudng thé vd/ hoge phu &
mat, méi, ¢ hong, v&/ hodc ludi di dugc bo cdo & bénh nhan diéu trj voi valsartan; mot s0
bénh nhan c6 tién sir phit mach khi ding céc thuéip khac bao gdm thube tc ché ACE. Nén
ngimg valsartan/ hydroclorothiazid ngay 1dp tic néu xudt hién phit mach, va khéng nén st
dung lai valsartan/ hydroclorothiazid.

Toan thin

Thén trong khi dung thudc cho b¢nh nhan da timg bj qua man véi cac thude ARB khic.

Phan {mg qué mAn véi hydroclorothiazid thuomg xay ra & bénh nhan bi dj img va hen phé
quan.

Phong bé kép RAAS ) )

Cé bang chimg cho thdy viéc phoi hop sir dung thudc {rc ché ACE, ARB hoic aliskiren ting
nguy co ha huyét 4p, ting kali huyét, va giam chic ning thén (bao gdm suy than cdp). Vi vay
khéng khuyén céo phong bé kép RAAS biing phdi hop thubc e ché ACE, thuéc ARB hodc
aliskiren.

Néu phi hop diéu tri phong bé kép 1a that sy can thiét, chi nén sir dyng dudi sy gidm sat cia
chuyén gia va theo ddi chit ché chire ning than, di¢n giai va huyct ap cua bénh nhan thudng
Xuyén.

Ha huyét dp

Néu xdy ra ha huyét 4p qua mirc, nén dat bénh nhan & tu thé ndm ngira, truyén tinh mach
nuée mudi sinh 1y néu cAn. Khong chéng chi dinh tiép tuc diéu trj khi c6 dép img ha huyét ap
thodng qua, thuomg khéng gip kho khan khi tiép tuc diéu tri mot khi huyét 4p d4 on dinh.

Hep dpng mach thin

An toan chua dugc thiét lap & bénh nhén hep djng mach than hai bén hodc hep & than don
doc.

Cac thude khdc anh hudng dén hé renin-angiotensin c6 thé ting uré huyét va creatinin huyét
thanh & bénh nhén hep dong mach than mét bén, vi vdy nén theo ddi chirc ning than ¢ bénh
nhan dung valsartan/ hydroclorothiazid.

Tdc dung trén ch uyén héa va ndi tiét:

Dung thiazid c6 thé 1am giam sy dung nap glucose. Co thé tién hanh diéu chinh lidu lugng
thudc didu tri dai thdo dudng, ké ca insulin.

Ding thudc lgi tiéu thiazid cd thé 1am ting cholesterol va triglycerid huyét thanh.
Hydroclorothiazid c6 thé gdy tang acid uric mau do lam gidm thanh thai acid uric hodc c6 thé
géy ra hojc trdm trong thém tinh trang tang acid uric méu va bénh gut ¢ nhimg b¢nh nhan
nhay cam. Tranh ding valsartan/hydroclorothiazid cho bénh nhén ting acid uric méu.

Loi tidu thiazid c6 thé 1am giam bai tiét calci qua nude tiéu va c6 the 1am tang nhe nong do
calci huyét thanh. Tang calci huyét c6 thé 1a dau higu cua bénh cudng tuyén cdn giap tiém 4n.
Do d6, nén ngung thiazid trude khi tién hanh céc xét nghi¢m chic ning tuyén can gidp.
Lupus ban d6 hé thong

Di c6 béo cdo loi tidu thiazid, bao gdm hydroclorothiazid, 1am ning thém hodc khéi phat
lupus ban do hé théng.

Nhay cam dnh sing

P4 ¢ bdo cdo phan ing nhay cam anh sing khi sir dung loi tiéu thiazid. Khuyén cdo ngung
diéu tri néu théy ¢6 biéu hién cua phan {mg nhay cam 4nh séng. Trong trudmg hop can thiét
phai k& don diéu trj lai, khuyén cdo b¢nh nhan béo vé ving da tiép xic 4nh sing mat troi
hodc birc xa UVA nhén tao. \/
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Cin thi cap va glaucom géc dong thir phat:

Hydroclorothiazid, mét sulfonamid co thé gdy phan (mg co dia, ddn dén cén thi cép thodng
qua va glaucom géc déng thir phét. Tri¢u ching bao gom con cép nhin m& hodc dau mit,
thong thuong xdy ra trong vong nhitng gi® d4u dén nhimg tudn dau ding thudc. Glaucom géc
déng cép khong duge diéu tri co the dan dén mit thi luc vinh vién. Diéu tri co bin 1a ngung
dung hydroclorothiazid nhanh nhat c6 thé. Piéu tri bang thudc hodc phiu thut cé thé cin cén
nhéc néu 4p lyc ndi nhan khong thé kiém soat. Céc yéu t6 nguy co gy glaucom géc déng cép
¢6 thé bao gdm tién sir di (mg véi sulfamid hogc penicillin.

Phy niét mang thai

Khong nén khéi diu sir dung céc thude phong bé thy thé angiotensin II (AITRA) trong thoi ky
mang thai. Trur khi vigc ti€p tuc str dung cac AIIRA la thét sy cin thiét, bénh nhan cé y dinh
mang thai nén dugc chuyén sang cac bién phép diéu tri ting huyét 4p thay thé da dugc chimg
minh 12 an toan cho phu nit mang thai. Khi phat hién mang thai, ngung didu trj vdi cic
AIIRA ngay va bit diu sir dung bién phép diéu trj thay thé ncu thich hop.

Tré em

Suy giam chirc nang thdn

Khéng khuyén céo sir dung valsartan cho tré em c6 d¢ thanh thai creatinin < 30 mL/ phut
hodic dang dugc chay thin nhan tao do chua c6 nghién ciru sir dung thuéc trén nhimg dbi
tuong nay. Khéng can hiéu chinh liéu cho tré em c6 d¢ thanh thai creatinin > 30 mL/ phut,
Nén theo ddi cht ché chirc ning than va kali huyét thanh khi diéu tri véi valsartan. D3c bigt
la dung valsartan khi c6 su hién dign cia nhimg tinh trang khéc (sbt, mét nuéc) dé lam giam
chirc nang thén.

Suy giam chirc ndng gan

Gibng voi ngudi 16m, chéng chi dinh valsartan & tré em bj suy gan ndng, xo gan mft va (r mgt.

Kinh nghiém 14m sing sir dung valsartan cho tré em bi suy gan nhe den vira con han ché.
Khéng nén dung liéu qué 80 mg & nhimg bénh nhin nay.

Cdnh bdo lién quan dén td dugc

DEMBELE/ DEMBELE-HCTZ c6 chira lactose, bénh nhan méc bénh di truyén hiém gip
khong dung nap galactose, thiéu hut Lapp lactase hodc rdi loan hép thu glucose-galactose
khong nén dung thudc nay.

DEMBELE-HCTZ ¢6 chira polysorbat 80, mau ponceau 4R lake ¢6 thé gy di ing va dau
thau diu c6 thé gay budn ndn, ndn, dau byng, tiéu chay.

Sir dung cho phu nir cé thai va cho con bu:

Phu ni¥ ¢6 thai

Valsartan va céc thudc tac dung truc tiép trén RAAS ndi chung khi sir dung & phu nir c6 thai
trong ba thing giira va ba thang cudi cla thai ky ¢6 thé gy ton hai cho thai nhi (suy giam
chire ning thén, it nudc 61, chdm héa cbt xwong so) va tré so sinh (suy thén, ha huyét 4p, ting
kali huyét), thim chi c6 thé gay chét thai. Vi vy, chéng chi dinh sir dung valsartan cho phu
nit c6 thai trong giai doan ba théng gifra va ba thdang cudi ciia thai ky. Khéng khuyén céo sir
dung valsartan trong ba thang dau cua thai ky. Mic du cdc nghién ciru dich t€ hoc hién chua
chimg minh dugc nguy co gdy quai thai khi sir dung thudc trong ba thang dau cia thai ky
nhung khdng thé loai trir duoc hoan toan nguy co ndy. Khi phat hi¢n c6 thai, ngudi bénh
dang didu trj bing valsartan cin ngimg ngay thudc va diéu trj thay thé bang thudc khac. Néu
d4 sir dung valsartan trong mét thoi gian dai tir ba thing gitta thai ky, cAn siéu 4m kiém tra
chirc ning than va chyp so cua thai nhi. Tré so sinh c6 me sir dung valsartan trong thoi ki
mang thai can dugc theo ddi chat ché nguy co ha huyét ap.

Thiazid di qua hang rao nhau thai va xuat hién trong mau cudng ron. Co6 nguy co gy vang da
cho thai nhi va tré so sinh, giam tiéu cdu hodc céc phan Umg bat loi khac nhu xay ra trén
ngudi trudng thanh. Vi viy khong dung thubc nhém nay trong 3 thang cudi thai ky.

Vi viy, Khong nén cho bénh nhin dung vién két hop trong 3 thing dau thai ky, chdng chi
dinh dung thudc trong 3 thang giita va 3 thang cudi thai ky. Kiém soét thich hop tinh trang
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tang huyét 4p ciia ba me trong sudt thoi gian mang thai 14 vi§c lam quan trong dé tdi wu hidu
qua cho ca me¢ va thai nhi.

Phu ni¥ cho con bu

Dir liéu thyc nghiém trén chuot cho thay valsartan dugc bai tiét vao sira me. Hién chua rd
liéu valsartan c6 dugc bai tiét vao sira me & ngudi hay khong. Do nguy co bt 1oi trén tré ba
me, nén ngimg cho con bu trong thoi gian diéu tri bing valsartan hodc ngimg thudc va didu
tri thay thé bang thuoc khéc.

Thiazid irc ché sy tlct sira, ddng thoi di vao sita me véi lugng co thé gay hai cho dira tré.

Vi vay, khdng khuyen céo dung valsartan/ hydroclorothiazid trong thoi ky mang thai. T6t
hon nén thay thé liéu phap diéu tri khac da dugc chimg minh la an toan khi dung trong thoi
ky mang thai, dac blE-'t la é Iy nhlmg trudmg hop danh cho tré so sinh va tré sinh non.

Anh hwing ciia thude doi véi cong viée (ngwdi vin hinh mdy méc, ngwdi dang i thu xe,
ngudi lam viée trén cao va cic trtrérng hop khic)

Chua cé nghién ciru v& anh hudng ciia valsartan/ hydroclorothiazid dén kha ning l4i xe va
vin hanh may méc nhung nén thin trong vi thude c6 thé gay chong mit hodc mét moi.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG TAC
KHAC
Twong tic lién quan valsartan va hydroclorothiazid
Khéng khuyén cdo ding dong thoi
Lithi
Di ¢6 béo cho vé sur gia tang thudn nghlch ndng db lithi trong huyét thanh va doc tinh khi sir
dung déng théi voi cdc thude e ché ACE va thiazid, bao gom hydroclorothiazid. Do thiéu
thong tin vé viéc dung dbng thoi valsartan va llthl nén phm hgp nay khong duge khuyén cdo.
Néu cén thiét phai phoi hop thi nén theo ddi cén than ndng d3 lithi trong huyét thanh.
Can thdn trong khi dung dong thoi
Cdc thudc chong ting huyét dp khac
Valsartan/ hydroclorothiazid cé thé 1am ting tic dung cua céc thudc ciing cb tac dung chéng
tang huyét ap khéic (nhu guanethidin, methyldopa thude gidn mach, cac thuoc trc ché ACE,
thudc chen beta, cac thudc chen kénh calci va cdc thude (e ché renin truc tiép (DRISs)).
Cdc amin tang huyét dp (nhu noradrenalin, adrenalin)
Thude ¢6 thé lam giam dap mg voi cac amin tang huyét 4p. Y nghia lam sang cua tac dung
nay chua chéc chin va khong dy du dé loai bd sir dung ching.
Thubc khdng viém khong steroid (NSAIDS) bao gom thubc iic ché chon loc COX-2, acid
acetylsalicylic £‘> 3 g/ ngay) va thuéc i ché khong chon loc
NSAJDS c6 thé 1am giam tic dung chong ting huyét 4p cua ca ARB va hydroclorotknaznd khi
dung ddng thoi. Hon nira, sir dung déng thoi valsartan/ hydroclorothiazid va NSAIDs c6 thé
lam ting nguy co ton thuon thin va tang kali huyet thanh Vi the bénh nhan nén dugc theo
d6i chirc nang than khi bit dau diéu trj cling nhu cin udng nude diy du.
Twong tic lién quan valsartan
Phong bé keg RAAS bangARB, thuébc izc ché ACE hodc aliskiren
Nghién ciru ldm sang cho thdy phong bé kép RAAS bang ARB, thudc tc ché ACE hogc
aliskiren gdy ting tin sudt tdc dyng khong mong mubn nhu ha huyét p, ting kali huyét va
gidm chic nang than (bao gdém suy thin cap) so véi sir dung don djc mét thuoe tic dong Ién
RAAS.
Khong khuyén cdo phoi hop
Thudc lgi tiéu tiét kigm kali, thuc pham bo sung c6 kali ché phdm thay thé mudi c6 kali va
cac chat khac cé thé gay ting nong do kali
Néu c4c thude cé anh huong dén néng do kah dugc can nhic la can thiét sir dung phoi hop
véi valsartan, nén theo ddi nong d kali huyét tuong.

Chdt vdn chu]gén
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Théng tin in vitro cho thay valsartan 12 co chit cho chdt vin chuyen vao trong gan
OATP1B1/ OATP1B3 va chét vin chuyén ra ngoa1 gan MRP2. Chua rd moi lién quan ldm
sang cua phat hién nay. S dl,mg chung thuoc irc ché chat van chuyen vao trong gan (nhu
rifampin, ciclosporin) hodc chit van chuyén ra ngoai gan (nhu ritonavir) c6 thé tang AUC
toan than cua valsartan. Cén c6 su than trong thich hqp khi khéi dau hodic két thic phdi hop
diéu tri v&i nhimg thude nay.

Khéng tuong tac

Trong nghién ciru tuong tac thudc cla valsartan, khong ¢6 tuong tic dang ké trén 14m sang
nay duge thiy khi dung valsartan véi céc thudc sau: Cimetidin, warfarin, furosemid, digoxin,
atenolol, indometacin, hydroclorothiazid, amlodipin, glibenclamid.

TIré em

0 tré em va thanh thiéu nién, thuong gap bat thuong tiém 4n vé than, nén than trong khi phdi
hop valsartan véi céc thubc khéc trc ché RAAS vi ¢6 thé gdy tang kali huyét thanh. Nén theo
ddi chit ché chirc niing thin va kali huyét thanh.

Twong tic lién quan hydroclorothiazid
??:gn trong khi dung dong thoi

Thubc dnh huo'ng nong do kali huyét: Thc dung ha kali huyét cua hydroclorothiazid ¢6 thé
ting lén khi sir dung dong thoi véi cac thubc gay mit kali hoic ha kali huyét khac nhu thube
loi tiéu thai kali khéc, corticosteroid, thuoc nhuén trang, ACTH, amphotericin, carbenoxolon,
penicillin G, acid salicylic va cac din xuét.

Néu nhimg thudc nay dugce chi dinh cing véi phdi hop valsartan/ hydroclorothiazid, cén theo
ddi nong d9 kali huyet tuong cho bénh nhan.

Cdc thudc cé thé gady xodn dinh: Thiazid gay ha kali huyét, than trong khi dung ddng thoi voi
céc thude c6 thé gdy xofn dinh, can theo dai dinh ky kali huyét thanh:

- Thube chbng loan nhjp nhém Ia nhu quinidin, hydroquinidin, disopyramid.
~ Thube chf‘mg loan nhip nhém III nhur amiodaron, sotalol, dofetilid, ibutilid.

- Mjt sb thude chéng loan thAn nhu thioridazin, clopromazin, methotrimeprazin,
trifluoperazin, cyamemazin, sulpirid, sultoprid, amisulprid, pimozid, haloperidol,
droperidol.

- Nhimg thubc khéc nhu bepridil, cisaprid, diphemanil, erythromycin tiém tinh mach,
halofantrin, ketanserin, mizolastin, pentamidin, sparfloxacin, terfenadin, vincamin tiém tinh
mach

Thudc anh hwdng nong do natri huyer thanh: Téc dung ha natn huyet cua cac thubc loi tiéu

cé thé ting 1én khi ding dong thoi vdi céc thubc nhu thudc chdng trdm cam thude chémg

loan thin, thubc diéu trj dong kinh,... Thén trong khi dimg kéo dai nhimg thudc nay.

Cdc glycosid digitalis: Ha kali huyét va ha magnesi huyét do thiazid c6 thé lam ting kha

nang gap phm céc tdc dung khong mong mudn nhu loan rlhlp tim do digitalis.

Muoi calci va v:.ramm D: Sir dyung céc thudc loi tiéu, bao gdm hydroclorothlamd v@i vitamin

D hoic céc mubi calci c6 thé ting nguy co ting calc1 huyét. Ding dong thori céc thude loi tiéu

thiazid véi cac muon calci ¢6 thé gdy ting calci huyét & bénh nhan c6 sin nguy co (nhu bénh

nhan cuorng tuyén cin gidp, cac tinh trang bénh 1y 4c tinh ho#c qua trung gian vitamin D) lam
ting tai hap thu calci ¢ ong than.

Thuoc diéu tri da: thdo duong (thubc uong va insulin): Thiazid c6 thé 1am thay doi dung nap

glucose. C6 thé can phai diéu chinh liéu thube didu tri d4i thao duong, ké ca insulin. Cén thin

trong khi ding ddng thoi hydroclorothmznd v6i metformin do nguy co nhiém acid lactic gay
ra bai suy gidm chirc ning thén c6 thé lién quan dén hydroclorothiazid.

D:azox:d thuoc chen beta

Dung ddng thoi céc thude lgi tiéu thiazid, bao gbm hydroclorothiazid, véi céc thudc chen

beta c6 thé lam tang nguy co tang dudng huyét

Loi tidu thiazid, bao gom hydroclorothiazid, ¢6 thé lam tang tac dung ting dudng huyét cla

diazoxid. \‘/
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Cac rhmi:c tri gut (probenecid, sulfipyrazon va allopurinol):

C6 thé cin chinh lidu céc thubc ting thi acid uric qua than vi hydroclorothiazid c6 thé 1am
ting ndng d{ acid uric trong huyét thanh. Tang lidu probenecid hoic sulfipyrazon c6 thé cén
thiét. Dung ddng thoi voi céc thudce lgi tidu thiazid, bao gdbm hydroclorothiazid, c6 thé lam
ting nguy co qué man vai allopurinol.

Thubce khdng cholinergic (nhur atropin, biperiden) va cdc thudc khdc cé thé dnh huong dén
nhu dong da day:

Sinh kha dung cua thiazid c6 thé ting 1én boi céc thude khang cholinergic do lam gidm nhu
dong rudt va giam tdc 49 thdo rong da day.

Ngugc lai, cac thudc hd trg nhu dong da day nhu cisaprid c6 thé 1am giam sinh kha dung cia
cac thude loi tiéu nhom thiazid.

Amantadin: Thiazid 1am ting nguy co gip phai tic dung khong mong mudn ctia amantadin.
Cédc nhua trao déi ion: Cac nhya cholestyramin hodc colestipol gén véi hydroclorothiazid
lam gidm hép thu thubc ndy trong dng tiéu hoa lan luot 1én t&i 85% va 43%. Nén ding
hydroclorothiazid va nhya trao ddi ion & cac thoi diém khiac nhau, vi du: ding

s

hydroclorothiazid it nhét truGc hoc sau khi ding céc thudc trén 4-6 gid.

Cdc thuée déc té bao: Thiazid c6 thé gdy giam thanh thai, ting téc dung Gc ché tiy xuong
ctia cac thude doc té bao (vi du: cyclophosphamid, methotrexat).

Thuéc gidn co vdn dong khong phdn cuc (vi du: tubocurarin): Co thé 1am ting sy nhay cam
v6i chét gay gidn co nhu dén xuat curare.

Cyclosporin: Dung déng thoi véi cyclosporin ¢ thé 1am tang nguy co tdng uric méu va bién
chimg gat.

Ruwou, barbiturat hodc thudc ngi gy nghién, thuéc an than hodc gdy mé: Téc dung ha huyét
ép thé dimg cua thiazid c6 thé ning 1én khi dung dong thoi véi cée thudc ciing c6 tic dung ha
huyét ap (nhu céc thudc 1am giam hoat tinh giao cam cua hé than kinh trung uong hodc thube
¢6 hoat tinh gian mach tryc tiép).

Methyldopa: Co6 bao céo thiéu mau tan huyét & nhimg bénh nhén ding dong thoi methyldopa
va hydroclorothiazid.

Thuéc can quang chita iod: Trong trudng hop mét nuéc do loi tiéu, c6 nguy co suy thin cép
xay ra, dic biét 1 khi dung céc ché pham chira iod & lidu cao. Bénh nhéan cén duge bl nude
déy du trude khi chi dinh. _

Baclofen, amifostin, thudc chong tram cam ba vong hodc thudc an than kinh: Tang tac dung
diéu tri ting huyét ap va ¢ thé gay ha huyét ap.

Alopurinol, tetracyclin: Poe tinh tang khi dung cung vai thiazid.

Thdo dugc: Cam thao gly gilt nude, natri, ting mét kali. Néu dung hydroclorothiazid dé chira
ting huyét ap, nén tranh ding cing duong quy vi dwong quy ¢6 hoat tinh oestrogen (gdy gilt
nudc) va duong quy co thé ciing giy nhay cam énh sang. Tranh dung hydroclorothiazid cung
ma hoang, nhin sdm, yohimbe vi c6 the lam cho tinh trang cua bénh ting huyét ép trd nén
x4u hon.

Tré em: Chua c6 nghién ciru turong tac thudc trén tré em.

8. TAC DUNG KHONG MONG MUON
Tic dung khéng mong muén lién quan phoi hop valsartan/ hydroclorothiazid
It gdp, 1/1.000 < ADR <1/100
Chuyén héa va dinh dudmg: Mét nuéc.
Thén kinh: Di cam.

Mit: Réi loan thi lyc.

Tai va mé 16: U tai.

Mach méu: Ha huyét ap.

Hb hép, 16ng nguc va trung that: Ho.
Co - xuong va mo lién két: Pau co.
Toan than; Mét moi.
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Rat hiém gdp, ADR < 1/10.000

Thén kinh: Chéng mat.

Tiéu hoa: Tiéu chay.

Co - xuong va md lién két: Pau khép.

Chua rd tan suat

Than kinh: Hon mé.

Ho6 hép, 16ng nguc va trung thét: Phil phdi khong do tim.

Thén - tiét niéu: Suy giam chirc nang thin.

Xét nghiém: Téng acid uric huyét, tang bilirubin va creatinin huyét, ha kali huyét, ha natri
huyét, ting BUN, giam bach céu trung tinh.

Téc dung khong mong mudn lién quan valsartan

It gdp, 1/1.000 < ADR <1/100

Tai va mé dao: Chéng mat.

Hb hép, 1dng ngyc va trung thét: Ho.

Tiéu hoa: Pau bung.

Toan than: Mét moi.

Chuea rd tdn sudt

M4u va hé bach huyét: Giam hemoglobin, giam hematocrit, giam bach cau trung tinh, giam
tiéu cau.

Mi&n dich: Qua mir/ di (mg bao gdm bénh huyét thanh.

Chuyén héa va dinh dudng: Tang kali huyét thanh, ha natri huyét.

Mach mau: Viém mach. '

Gan mat: Céc chi s6 chirc ning gan cao bao gbm tang bilirubin huyet thanh.

Da va cic mé dudi da: Phit mach, viém da béng nudc, phat ban, ngira.

Tic dung khong mong mudn lién quan hydroclorothiazid

Téc dung khong mong mubn khi dung don tri céc thude loi tiéu thiazid, bao gdm
hydroclorothiazid:

Rét thuomg gdp, ADR = 1/10

Chuyén héa va dinh dudng: Ha kali huyét, tang lipid huyét (chi yéu & liéu cao).
Thuong gdp, 1/100 < ADR < 1/10

Chuyén hoéa va dinh dudng: Ha natri huyét, ha magnesi huyét, tang acid uric huyét.
Mach mau: Ha huyét ap tu thé.

Tiéu héa: Chan an, budn ndn va ndn nhe.

Da va mo dudi da: May day va céc dang phat ban khéc.

Sinh san va tuyén vii: Liét duong.

Hiém gap, 1/10.000 < ADR < 1/1000

Méu: Giam tiéu ciu doi khi kém ban xudt huyét.

Chuyén héa va dinh dudng: Téang calci huyét, tang glucose huyét, glucose niéu va lam nang
thém tinh trang d4i thao dudng.

Tam thin: TrAm cam, rdi loan gifc ngu.

Thén kinh: Nhirc déu, chéng mat, di cam.

Mit: Suy giam thi lyc.

Tim: Loan nhip tim.

Tiéu hoa: Tiéu chay, tio bén, kich thich da day.

Gan - mit: Viém gan, vang da r mét trong gan.

Da va mé dudi da: Nhay cam anh sang.

Rét hiém gdp, ADR < 1/10.000

Mau: Giam bach cau, giam/ mét bach ciu hat, thiéu méau tan huyét, suy tily xuong.
Mian dich: Phan (mg qua man.

Chuyén héa va dinh dudng: Nhiém kiém ha clor huyét.

Hé hép, 1dng nguc va trung thit: Kho tha, bao ¢dm viém thanh phé nang va phi phoi.
Tiéu héa: Viém tuy. V
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Da va mé dudi da: Viém mach hoai tir va hoai tir biéu bi nhim dgc, phan tmg gidng lupus
ban d6 & da, téi phat lupus ban d6 & da.

Chua ré tan suat

Mau: Thiéu méau bt san.

Mit: Glaucom géc dong cép.

Da va md dudi da: Hong ban da dang.

Co xuong: Co cimg co.

Thén - tiét niéu: R&i loan chirc néing than, suy thén cfip.

Toan thén: S{ﬁt, suy nhugc.

Thuéc co thé gdy ra cdc tac dung khong mong mudn khdc. Cdn theo doi chat ché va khuyén
cdo bénh nhdn thong bdo cho bdc sy nhitng tdac dung khéng mong mudn gdp phai khi sir dung
thuoc.

Huémg din cach xir tri ADR

Péi véi diéu tri tang huyét 4p, cac ADR thudmg nhe, ty khoi. Néu phi mach ning gdy can trd
duong hd hép, cin ding adrenalin, corticosteroid, khang histamin...

Ha huyét 4p: Can truyén dich.

9. QUA LIEU VA CACH XU TRi
Triéu ching
Qua lidu valsartan gy ha huyét 4p 13 rét, c6 thé dan dén giam mrc d§ y thirc, tryy tudn hoan
va/ hodc sbc. Ngoai ra, cic dAu hiéu va triéu ching xay ra do qué lidu hydroclorothiazid bao
gém budn ndn, budn ngu, giam thé tich tudn hoan, rdi loan dién giai kém loan nhip tim va co
cung co.
X tri
Céch xir tri phy thudc vao thdi gian udng thudc va loai va dj ning cua tri¢u chimg; n dinh
tudn hoan 13 vin dé quan trong hang dau.
Néu xay ra ha huyét ap, nén dé bénh nhan & tr thé nam ngra va nhanh chéng bu dich va dién
giai.
Valsartan khé bj loai bo bing thim tdch méu do kha ning gin két huyét twong manh tro
khi thanh thai hydroclorothiazid c6 thé dat dugc bing thim tach méu. .

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong ding qué liéu chi dinh.  »
Y 2 - - - o " & .- g
11. TEN, BIA CHI VA BIEU TUQNG CUA CO SO SANXUAT, - v

Sdn xudt tgi: J
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12. NGAY XEM XET SUA POI, CAP NHAT LALNOLDUNG HUONG DAN'SU DUNG
THUOC /o 2
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