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Thudc chen héta trong bénh tim mach va ndi khoa

Muc tiéu ctia khuyén cdo hay ddng thuin 13 cung cidp cic ching
cit cho mot gidi phap; nhd d6 thay thudc c6 thé can nhic Idi diém hoic
nguy cd ctia mot bién phap chdn dodn hay diéu tri. Giong nhu khuyén
cdo, trong dong thuan ciing phan d6 chi dinh chia ra 3 loai: loai I, loai
II va loai III.
Loail: Ching cif va/hoic ddng thuin chung 13 thii thuit hay diéu tri
¢6 1gi, hitu ich va hiéu qua
Loai II: Chiing cit con d6i nghich va/hoic ¢6 su khic biét trong quan
di€m vé sy hitu ich/hiéu qua clia thii thuat hay diéu tri
Loai Ila: Chiing cti/y ki€n nghiéng vé phia hitu ich/hiéu qua
Loai IIb: Hitu ich/hiéu qua chua di manh
Loai III: Chitng cit hoic dong thuin cho thd'y khong nén 4p dung, c6
thé c6 hai.
Mic do cdc chirng ctt cling phan ra A, B hodc C
Mitic chitng ¢t A: Dif kién xud't phat tir nhi€u nghién ctu 1am sang c6
phan phdi ngAu nhién hoic tir phan tich gop

Mic chitng ct B: Dt kién xuat phat tf mot nghién cifu [im sang phan
phdi ngiu nhién hoic ti cdc nghién cttu khong ngiu
nhién

Mtic chitng cit C: Pdng thuin tif cdc chuyén gia va/hoic tlir nghién cttu
nhd.

1. MO PAU

Tir nhiéu nim thudc chen béta da dudc st dung trong diéu tri thi€u
mdu cuc bd co tim (TMCB), chong loan nhip tim va trong bénh ting
huy€t 4p. Sau nay mot s6 chen béta dudc chitng minh ¢ hiéu qud kéo
dai dJi s6ng trén bénh nhan suy tim.
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Chen béta con dudc st dung trong diéu tri ha 4p & bénh nhan béc
tich dong mach chu, gidm tri€u ching ¢ bénh co tim phi dai, phong
ngilra bi€n chitng tim mach & bénh nhan phiu thuit ngoai tim, vd mot sd
bénh ndi khoa khac.

2. PAC PIEM CUA CAC THUOC CHEN BRETA
Ba thé& hé cla chen béta:
- Thé& hé 1: cdc chen béta khdng tdc dong chon loc, tc ché ca thu
thé béta 1 va béta 2
TD: Propranolol, Timolol.
- Thé& hé 2: chen béta chon loc trén béta 1 (& liéu thap)
TD: Actebutolol, metoprolol, atenolol, bisoprolol.
- Thé& hé 3: chen béta c6 tinh din loc, ¢6 thé khong chon loc hay
chon loc trén thu thé béta 1.
= Hoat tinh dan mach qua phéng thich nitric oxid (NO)
TD: Nebivolol, carvedilol
* Hoat tinh din mach qua tic dong chen thu thé alpha.
TD: Labetalol, carvedilol.

Céc chen béta chon loc béta 1 ¢6 tdc dung chinh trén tim, it lam co
ph€ quan. Tuy nhién § liéu cao, tinh chon loc nay s& bi mat. Ba dugc
tinh can chid ¥ khi sit dung chen béta: tinh chon loc béta 1 hay khong
chon loc; hoat tinh giéng giao cdm ndi tai (néu c6, sé& it lam tim chim
lai); tinh hoa tan trong md hay trong nuéc (TD: Propranolol tan trong
md, d€ vao nio gay 4c mdng)
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TINH CHON LOC B1 SO VOI B2

Opie 2004
___— Tim cham
— —> Giam co cd tim
Chon loc B1 TT— JHuyét ap

it tac dung ____Tac dung chuyén héa

ngoaivihon  ~~Tuan hoan

Tac dung ha ap va trén tim
Khong chon loc / tuong tu
(81, B2) \Téc dung ngoai vi va trén phdi
manh hon

TL: Opie LH. Drugs for the Heart. WB Saunders 2005, 6" ed, p18
Hinh 1. Dugc tinh cac chen béta: chon loc trén béta 1 hoac khéng chon
loc (TL 1)
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CHEN BETA CO TiNH DAN MACH

Opie 2004
110 -
CHEN BETA
CO TINHDANMACH |~~~ ~~~~ > 7
90 —
Tang dan mach
NO NOI MAC Th nU
Carv.edllol Cung lugng tim (%)
Nebivolol Ca2* " ;
\ ____|THEM TAC DUNG
7 CHEN BETA
© 2+ .
CAM\P + Calmodulin Carvedilol
C) ;‘s Myosin - -
— uong tac
heads | —=| g

action-myosin

-

Céac co ché’ khac Dan co tron

TL: Opie LH. Drugs for the Heart. WB Saunders 2005, 6" ed, p.19
Hinh 2. Dugc tinh cdc chen béta: tinh dan mach cla mét s6 chen béta
qua tang tiét nitric oxide hoac qua chen alpha 1 (TL 1)
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Opie 2004
100% 80 60 40 20 0

———— et

100%

A

Propranolol Timolol Pindolol Acebutolol  Atenolol
Carvedilol Bisoprolol (metabolite) Nadolol
Metoprolol Sotalol
K€ ca: betaxolol, labetalol, penbutolol Carteolol

Bioprolol: dao thai qua ca gan Ian than (50% méi co quan)
TL: Opie LH. Drugs for the Heart. WB Saunders 2005, 6% ed, p. 21
Hinh 3. Budng dao thai cdc chen béta: qua gan hoac qua than (TL3)

Can chii y dé€n dudng dao thdi clia chen béta, bdi gan hay bdi than.
Céc bénh nhan cao tudi, chic nidng than thudng giam hodc bénh nhin cé
bénh ly gan man tinh c6 thé dnh huéng d&n dao thai chen béta (Hinh 3).

Cdc chi dinh ctia chen béta trong bénh 1y tim mach dugc néu trong
Béng 1.

Bang 1. Cdc bénh tim cé thé€ diéu tri bang chen béta

«» Loan nhip tim

«» Bénh co tim phi dai

% Diéu tri trong ky chu phau cla phau thuat ngoai tim
(Perioperative beta-blocker therapy in non-cardiac surgery)
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Can chd ¥ d&€n mot sd canh gidc va chong chi dinh clia chen béta
(Béng 2).

Bang 2. Chéng chi dinh va céanh gidc/chen béta

e Tuyét doi
e Tim cham (< 50/ph), bléc nhi that dé cao, s6c¢ tim, suy tim
nang khdng diéu tri
Suyén nang; co phé quan nang
e Tram cam ning
Bé&nh mach ngoai vi hodc hoi chiing Raynaud dang ti€n trién:
hoai t& da, con dau cach héi nang, dau Iic nghi
e Tuong doi
e Dau that nguc Prinzmetal, liéu cao cla thubc lam gidm nat
xoang nhi hodc nut nhi that
Suyén nhe, co phé& quan
Hién tugng Raynaud, lanh chi
e Bénh gan (trdnh dung thudc dao thai bdi gan: propanolol,
carvedilol, timolol, acebutolol, metoprolol)

10
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Bang 3. C4c hiéu qui qua trung gian thu thé giao cam béta 1 va béta 2

(TL 2)

Mo
Tim
Nut xoang nht
NUt nhi that dan
truyén
Tam nhi
Tam that

Bong mach
Tinh mach
Cao van
Gan

Tuy (t€ bao béta)

Té bao m&

Phé quan

Than

Tui mat va 6ng mat
Co vong bang
quang

T& cung

Da day, ru6t

Dau tan cung than kinh

Tuyén can giap
Tuyén giap

Thu thé

B1, B2
B1, B2

B1, B2
B1, B2

B2
B2
B2
B2

B2

B1
B2
B1
B2
B2

B2
B2
B2

B1, B2
B2

Hiéu quéa

Tang tan sé tim
Tang van téc

Tang co co

Tang co cd, tang van téc
dan truyén, tang ty dong
tinh cla tao nhip tu that

Dan mach

Dan mach

Dan mach, tang co cg

Ly gidi glycogene, tang thu
nhan K+

Ly gidi glycogene, tang sinh
glucose

Ly giai lipid

Dan phé quan

Phong thich renin

Thu gian

Thu gian

Thu gian

Thu gian

Tang phéng
noradrenaline

Tang ti€t hormone can giap

Chuyén T4 — T3

thich

11
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Thu thé giao cdm béta 1 va béta 2 c6 trong nhiéu cd quan: tim, mach
mdu (dong mach, tinh mach), co van, gan, tuy tang, t€ bao md, phé&
qudn, than, tdi mat, 6ng mat, bang quang, t cung, da day rudt, tuyén
cin gidp, tuyén gidp (Bang 3). Kich hoat thu thé nay s& lam gia ting
hoat tinh tuong ng cda cd quan. TD: ting tdn s6 tim, lam dan mach,

ting ti€t insulin....

Bang 4. Phan loai theo dugc tinh cdac chen béta thudng ding (TL2)

Chen béta ISA Tinh tan
trong ma3

Déan mach ngoai vi

Liéu trung binh
hiing ngay (udng)

L. BGi khdng giao cam khong chon loc (31 +B2)

Carteolol + Thap
Nadolol 0 Thép
Penbutolol + Trung binh
Pindolol ++ Cao
Propranolol 0 Cao
Sotalol 0 Thap
Timolol 0 Cao

11. P6i khdng giao cdm chon loc (B1)

Acebutolol + Trung binh
Atenolol 0 Thép
Betaxolol 0 Trung binh
Bisoprolol 0 Trung binh
Celiprolol + Trung binh
Esmolol 0 Thép
Metoprolol 0 Cao
Nevibolol 0

111. D&i khdng giao cdm béta va alpha 1
Bucidolol + Trung binh
Carvedilol® 0 Trung binh
Labetalol + Thép

+ 4+ +

2.5-20 mg ngay 1-2 lan
40-320mg ngay 1 lan
20-80 mg ngay 1-2 1an
10-40 mg ngay 2 lan
40-180 mg ngay 2 lan

5-40 mg ngay 2 1in

200-800 mg ngay 1-2 lan
25-100 mg ngay 1 lin
5-20 mg ngay 1 14n
2.5-10 mg ngay 1 1an
200-600 mg ngay 1 lan
Only i.v.

50-100 mg ngay 1-2 1an
2.5-5 mg ngay 1 lan

25-100 mg ngay 2 1in
3.125-50 mg ngay 2 lan
200-800 mg ngay 2 lin

ISA: Intrinsis sympathomimetic Activity (Hoat tinh gidng giao cdm ndi tai)

12
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3. APDUNG LAM SANG CUA CAC THUOC CHEN BETA

3.1. Nhoi mau cd tim cap

Chen béta can dugc st dung ngay trong ngay dau clia nhdi mdu co
tim c4p, n€u khdng c¢6 chdng chi dinh (loai I, mitc chiing cit A). Chen
béta con st dung lau dai phong nglra tht cAp sau NMCT cdp (loai I,
mtc ching ¢t A). TruSc thdi dai tiéu sgi huyé&t da c6 trén 52.000 bénh
nhin NMCT cip dugc nghién citu sit dung chen béta. Nhém c6 chen
béta dd gidm tif vong, tdi nhdi mau va ngung tim (3). Tir thdi dai tdi luu
thong PMV, két qua cdc nghién cifu cho thi'y chen béta chi gidm bién
¢ TMCB tdi dién, gidm tdi nho6i mdu va gidm con rung that (4).

Nghién cifu va logi Bi€n c6/bénh nhin (%) T§ 56 chénh Fhﬁ;tram
Chen béta L6 chitng (khodng tin c4y) gidm

T& vong (mQi nguyén nhén)
26 n/c nhd 117/2001 (4,0%) 126/2830 (4,5%)
MIAMI 123/2877 (4,3%) 142/2901 (4,9%)
1S18-1 317/8037 (3,8%) 367/7990 (4,68) —a
COMMIT (chl nguy co thép) 708/12374 (5,7%) 801/12555 (6,4%) -

: 13% (SE 4)
Téng céng 1265/26489 (4,8%) 1436/26276 (5,5%) <> (p = 0.0006)
T4l nhél mau co tim
21 n/c nhd 75/2341 (3,2%) 99/2331 (4,2%)
MIAMI 85/2877 (3,0%) 111/2901 (3,8%)
1S18-1 148/5807 (2,5%) 161/5834 (2,8%)
COMMIT (chi nguy cd thép) 236/12874 (1,9%) 295/12555 (2,3%) 22% (SE 6)
Téng céng 544/23309 (2,3%) 666/23621 (2,8%) <> (EELUO02)
Rung th4t hojc ngung tim nguyén nhan khic
25 n/c nhd 66/2862 (2,4%) 105/2815 (3,7%) ——i
MIAMI 48/2877 (1,7%) 52/2901 (1,8%)
1S1S-1 189/8087 (2,4%) 198/7990 (2,5%)
COMMIT (chi nguy cd thép) 513/12374 (4,1%) 586/12555 (4,7%) —=r 15% (SE 5)
Téng cong 819/26150 (3,1%) 941/26261 (3,6%) <> (pE0I002)

T T T 1
0 0,5 1,0 1,5 2,0
Chen béta L6 chiing
6t hon t6t hon

Hinh 4. Nghién cuiu gép vé hiéu qua cla chen béta (tiém mach sau dé
uéng) trudc thoi dai tiéu sgi huyét vé ti vong, tai nhéi mau va ngung tim
dua vao 26 nghién cuu phan phéi ngdu nhién (TL 3)

13



Pdng Thuan cia cac Chuyén Gia

Bang 5. Chi dinh chen béta/héi chiing DMV cdp khéng ST chénh Ién
(TL 2)

Chi dinh Loai Mduc ching cu
Lgi sém, giam TMCB [ B
Lgi sém, phong NMCT I B
Phong nguia thi cdp lau dai I B

Bang 6. Chdng chi dinh st dung chen béta trén nhéi méu co tim cép (TL 3)

Tan sé tim < 60 nhat/phut

Huyét ap tam thu < 100 mmHg

Suy that trai nang vua hoac

Triéu chiing gidm tuan hoan ngoai vi
Khoang PR > 0,24 giay

Bl&c nhi that dé 2 hoac 3

Bénh phdi man tdc nghén ning
Tién s bénh suyén

Bé&nh ddong mach ngoai vi nang

Pai thdo dudng phu thudc insulin

Chen béta dung 1au dai sau NMCT c4p gitip gidm tf vong trén bénh
nhan c6 hay khong tdi luu thong dong mach vanh (5) (6).

3.2. Bénh thi€u mdu cuc bd tim man tinh

T4t ca4 bénh nhan TMCB cd tim man tinh cAn dugc sit dung chen
béta nhim ki€m sodt TMCB, ngin ngira NMCT va cdi thién séng con.
Chi dinh dudc xem 12 loai I, mifc chiing ctt A d6i véi bénh nhan sau
NMCT; ciing 1a loai I nhung mic ching cd A,B hoic C d6i v6i bénh
nhan khong tién st NMCT (7,8,9,10,11,12,13).

14
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Bang 7. Khuyén cao st dung chen béta trong TMCB cd tim man tinh (TL 2)

Chi dinh Loai MUc ching cu
Tién st NMCT
Cai thién séng con I A
Giam tai nh6i mau cg tim I A
Phong nguia va kiém soat I A
thi€u mau cuc bd
Khéng tién st NMCT
Cai thién séng con I
Giam NMCT |
Phong nguia va kiém soat I
thi€u mau cuc bd
NMCT: Nhéi mau co tim

>wWO

Chen béta c6 hiéu quai cao trong ki€m sodt dau thit nguc do ging stic,
cdi thién khd ning ging sic (2). Khong c6 khac biét 1 giita cic chen béta.
Ph&i hgp chen béta vdi nitrates c6 hiéu qud hon ding don doc nitrates hoidc
chenbéta, c6 thé phdi hgp chen béta vdi tic ché calci nhém dihydropyridine,
khong nén phdi hgp chen béta véi diltiazem hay verapamil.

Nghién cttu TIBET (Total Ischemic Burden European Trial) (14),
khong cho thdy ¢ su khdc biét giita atenolol va nifedipine trén bénh
nhan dau thit nguc &n dinh khong tién sit NMCT hoic THA.

Nghién cttu TIBBS (Total Ischemic Burden Bisoprolol Study) cho
th4y bisoprolol hiéu qué hon nifedipine trong gidm s6 con va do dai con
dau thit nguc &n dinh (15)

3.3. Ting huyét 4p

Tir hon 30 nim, chen béta dugc diing phd bi€n trong diéu tri THA.
Cho d&n nam 2003, Hi Tim mach Chau Au va JNC VII con khuyén cdo
chen béta 13 thudc lya chon diu tién trong diéu tri THA (-7

Mic du d st dung chen béta diéu tri THA trén 30 nim, chua c6
nghién ctu khoa hoc nao chitng minh hiéu qué gidm tit bénh va t vong
tim mach khi stt dung chen béta don doc trong diéu tri THA.

15
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Céc phan tich gdp gan diy cho thdy chen béta khong gidm tit vong
chung va gidm nhdi mdu co tim trén ci ngudi tré 1in ngudi cao tudi
THA (Bang 7). Ngay ca giam dot quy cling chi 16-22% so véi placebo,
thap hon cdc thudc ha huyét 4p khac (gidm khodng 38%)

Bang 8. Téng quan vé cdc phan tich gép chinh yéu dya vao cdc nghién
ctiu phdn phéi ngdu nhién cé kiém ching trén bénh nhdn THA diéu tri
bdng chen béta (TL 18)

Phén tich g§p D@ ki§én S6 nghién ciu T vong Nhéi méu co tim D6t quy

So vdi placebo

Cochrane, 2007 (18) Quén thé chung 4 0,99 (0,88-1.11) 0,93 (0,81-1,07) 0,80 (0,66-0,96)
Bradley va cs., 2006 (12) Quéin thé chung 4 0,88 (0,88-1,11) 0,93 (0,81-1,07) 0,80,(0,66-0,96)
Khan va cs., 2006 (14) Nguai tré 2 0,94 (0,79-1,10) 0.85 (0,71-1,08) 0,84 (0,65-1,10)
Khan va cs., 2006 (14) Cao tufi 5 0,91,(0,74-1,12) 0,98 (0,83-1,16) 0,78 (0,63-0,98)
Lindholm va cs., 2005 (15) Quén thé chung 7 0,95 (0,86-1,04) 0,93 (0,83-1,05) 0,81 (0,71-0,03)
Carlberg va cs., 2004 (13) Quén thé chung 4 1,01 (0,89-1,15) 0,99 (0,83-1,19) 0,85 (0,72-,1,01)
(atenolol)
So véi cdc thuc ha 4p khéc
Khan va cs., 2006 (14) Ngudi tré 5 0,97 (0,83-1,14) 0,97 (0,89-1,10) 0,99 (0,67-1,44)
khan va cs., 2006 (14) Cao tui 7 1,05 (0,99-1,11) 1,06 (0,94-1,20) 1,18 (1,07-1,30)
Lindholm va cs., 2005 (15) Quén thé chung 13 1,03 (0,99-1,08) 1,02,(0,93-1,12) 1,16 (1,04-1,30)
Carberg va cs., 2004 (13) Quén thé chung 5 1,13 (0,97-1,33) 1,04 (0,89-1,20) 1,30 (1,12-1,50)
(atenolol)
So vdi lgi tidu
Cochrane, 2007 (18) Quén thé chung 4 1,04 (0,91-1,19) 1,12 (0,82-1,54) 1,17 (0,65-2,09)
Bradley va cs., 2006 (12) Quén thé chung 5 1,04 (0,91-1,19) 1,12 (0,82-1,54) 1,47 (0,65-2,09)
Psaty va cs., 2003 (16) Quén thé chung  Hé théng 1,01 (0,93-1,10) 1,15 (0,97-1,35) 1,11 (0,94-1,31)
So vdi tc ché calci
Cochrane, 2007 (18) Quén thé chung 4 1,07 (1,00-1,14) 1,05 (096-1,15) 1,24 (1,11-1,40)
Bradley va cs., 2006 (12) Quén thé chung 4 1,07 (1,00-1,14) 1,05 (0,96-1,15) 1,24 (1,11-1,40)
BPLTTC, 2003 (17) Quén thé chung 9 1,01 (0,96-1,05) 0,99 (0,93-1,06) 1,07 (1,00-1,16)
So v6i chen hé théng renin angistensin
Cochrane, 2007 (18) Quén thé chung 3 1,10 (0,98-1,24) 0,90 (0,76-1,06) 1,30 (1,11-1,53)
Bradley va cs., 2006 (12) Quén thé chung 3 1,08 (0,95-1,23) 0,90 (0,76-1,06) 1,30 (1,11-1,53)
BPLTTC, 2003 (17) Quénthd chung g 1,00 (0,95-1,05) 1,02 (0,95-1,10) 0,92 (0,85-1,00)

S6 dai dién cho ty 16 nguy hiém (95% khoéng tin cdy)
BPLTTC =
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Mot s& nhuge diém khac ctia chen béta trong diéu tri THA:

- Hiéu qué ha dp kém. Nghién ctu STOP.1, nghién cttu LIFE cho
thdy nhém chen béta chi dat muc tiéu huyét 4p khodng 50%
bénh nhan 19 @ Mot nhude diém khic cia chen béta 1a gidm
huyé&t 4p ngoai vi nhiéu hon gidm huyét 4p trung tAm (khic v6i
ttc ch€ men chuyén, lgi tiéu va ddi khdng calci). Tuy nhién dic
tinh nay chi dya trén cdc nghién cttu vé atenolol, mitc huyét 4p
trung tAm c6 gid tri tién dodn bi€n ¢d tim mach nhu NMCT va
dot quy hon 13 huy€t 4p ngoai vi.

- Chen béta liéu cao c6 nhiéu tdc dung phu d& din d&€n bé thudc
& bénh nhan THA cin diéu tri 1au dai

- Chen béta ting dé khdng insulin do d6 dé dwa dén ddi thdo
dudng (PTD). Nghién cdu gop dua trén 22 nghién cttu vdi
143.153 bénh nhan, chen béta va Igi tiéu ting PTP so vdi cic
thudc ha 4p khac (21). Tuy nhién, vin c6 thé sit dung chen béta
diéu tri THA trén bénh nhin PTD, can két hgp véi UCMC,
hoic chen thu thé AGIL

- Chen béta con gidm phi dai thit trdi kém hon thudc khdc, lam
ting can, lam gidm kha ning ging sic khong cai thién chic
nang ndi mac (ngoai trir nebivolol cé tinh dan mach (26)). Tuy
nhién, nghién cttu cia vandeven LLM va cs. (47), cho thﬁ’y
bisoprolol gidm diy that trai khong kém enalapril trén bénh
nhan THA va suy tim.

T nhitng hi€u biét trén, hién nay mot s tac giad dé nghi chen béta
chi nén st dung trong nhitng trudng hgp THA ¢6 chi dinh bit budc chen
béta: THA c6 kem bénh PMV, THA c¢6 kém suy tim, THA c6 kém loan
nhip nhanh, THA trén phu nit ¢6 thai, THA kém tidng nhan dp 1®. Tuy
nhién khuyé&n cdo nim 2007 ctia Hoi Tim Mach Chau Au vin dong y
chen béta c6 thé 1a mot trong nim lya chon diu tién diéu tri THA: chen
béta, 19i ti€u, UCMC, chen thu thé AGII va tc ché calci (21B).
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3.4. Suy tim

Do tdc dung 1am co gidm co tim, tif 1du chen béta dugc coi la chong
chi dinh trong diéu tri suy tim tim thu. Tuy nhién cdc nghién ctu tir cudi
thap nién 90 chiing minh mdt s& chen béta nhu Metoprolol succinate,
Carvedilol va Bisoprolol giam t vong (# 30%) va gidm tat bénh bénh
nhan suy tim ndng (22, 23, 24).

GAan day, nghién cttu SENIORS chitng minh Nebivolol gidm ti vong
trén ngudi cao tudi bi suy tim (25)
3.4.1. Phdn do suy tim

Can phan biét gifta r6i loan chifc ning tim va khd ning ddp dng
véi ging sic clia suy tim. Mot bénh nhan bénh co tim din nd c¢6 thé c6
phan suit tong mdu (PSTM) khodng 20% nhung khong khai 1a ¢6 triéu
chiing cd ning. Phan do chic ning cia suy tim theo Hoi Tim New York
(NYHA) dugc st dung tir 1au, dya vao triéu chifng cd ning va khéd ning
ging stic (Bdng 9). Mic dii phan do nay c¢6 nhugc diém 1a chd quan,
nhung don gidn va tién dung nén dugc chdp nhan va phd bi€n nhat.

Bang 9. Phan dé chic nang suy tim theo NYHA

bo I Khéng han ché — Van dong thé Iuc thong thudng khéng
gay mét, kho thd hoac héi hop.
Do Il Han ché& nhe van déng thé luc. Bénh nhan khde khi nghf

ngoi. Van dong thé luc thdng thudng dan d&n mét, hdi hop,
khé thd hoac dau nguc.

Po lll:  Han ché nhiéu van dong thé luc. Mic du bénh nhan khée
khi nghi ngoi, nhung chi van dong nhe da co triéu ching
cG nang.

Do IV:  Khéng van dong thé luc nao ma khéng gay khé chiu. Triéu
chiing co nang cla suy tim xay ra ngay khi nghi ngai. Chi
mot van dong thé luc, triéu chiing co nang gia tang.
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Bang10. C4cgiaidoantrong sutiéntrién ctia suy tim cing biénphap diéu tri

C6 nguy ¢d suy tim Suy tim
Giai doan A Giai doan B Giai doan C Giai doan D
Nguy cd cao suy tim C6 bénh tim thuc C6 bénh tim thuc Suy tim khdng
khong bénh tim thé nhung khong thé trude kia hodc tri, cin can

thuc thé hoic triéu
chiing cd nang suy

triéu chitng suy tim

hién tai cé triéu
chitng cd ning

thiép dic biet

c6 bénh co tim

tim suy tim
TD: Td: bénh nhin co
THA TD: Td: bénh tri¢u chitng co
. Bénh xd vira . Tién st nhéan c6 ning rit ngng lic
dong mach ) NMCT Tién b i Triéu nghi mic du diéu
-BTH et | Thicqu | W€ndén | e g S i e
. Béo phi tim : . . A N . = A ‘A SA
H:’fh I;mg »| tric thit trdi hg@“ _»| kem kho cdndng | (nhap vién nhiéu
© S chitng ¢ . N A o A A
chuy&n hod thure . Bénh van nﬁngiuy thd, mét khing lan, xudt vién can
& i 6 ’ A bién phap diéu tri
hoiic thé tn'n khéng e glfim i da.‘ b}i)é[)P 1
. Bénh nhén sit triéu chiing gidng stc nght AC DIE
dung thuéc doc cd nang
vdi tim; tién sit

4

A

4

Piéu tri myc tiéu
. Piéu trj THA
. Ngung thudc 14
. Diéu tri ri loan
lipid
. Van dong thé Iyc
. Ngung udng rugu,
ma tuy
. Ki€ém sodt hdi ching
chuyén hod

Thude

UCMC hoic chen thu
thé AG I d6i véi
bénh nhin BDTD hoac
bé&nh mach mau

Piéu tri Muc Tiéu
. Tdt ¢ bién phap
GbA

Thudc

. UCMC hoic chen
thu thé AG 11 phi hop
bénh nhan
. Chen béta/ bénh
nhén thich hgp

Diéu tri biing dung

cu trén bénh nhin

chon loc

M4y ph4 rung cdy
dugc

. Tdt ¢ bién phip CP A,

B

. Han ch& mudi an
. Thudc thudng dung
. Loi tiéu/ & dich
.ucMC
. Chen béta

Thuéc tuy theo b/n
. Bai khédng aldosterone
. Chen thy thé AG II
. Digitalis
. Hydralazine/ nitrates

Piéu tri biing dung cu

trén b&nh nhin chon loc
. Tao nhip 2 budng thit
. Mdy tao nhip phd rung
cdy dudc

Piéu tri myc tiéu

Piéu tri muc tiéu
. Céc bién phip GPb
AB,C
. Quyét dinh vé mic do
diéu tri thich hgp

Lua chon

. Bién phdp cham séc
vao giai doan cudi
. Bién phdp ngoai 1&
- Ghép tim
- Truyén thudc co co
tim lién tuc
- Trg tim ¢d hoc vinh
vién
- Thudc hodc phiu thuit
thit nghiém
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Suy tim 12 mot hdi chiing clia nhi€u bénh 1y khic nhau, c6 thé ti€n
tri€n khong ngirng. Piéu tri suy tim ciing thay ddi theo giai doan ti€n
tri€n ctia bénh. Do d6 tr nim 2001, Hunt SA va cs. phan suy tim ra nhiéu
giai doan: A, B, C va D. Giai doan A bao gdm nhitng bénh nhan cé nguy
cd suy tim (TD: THA, d4i thdo dudng, hoi chiing chuyén héa...) nhung
chura ¢6 ton thuong thuc thé trén tim va chua c6 triéu chitng cd ning suy
tim. Giai doan B 1a mtc ti€n trién cia GP A, bénh nhan da ¢6 tdn thuong
thyc thé ctia tim nhung chua cé triéu chiing cd ning hay triéu ching thuc
thé clia suy tim. Giai doan C ning hon, bénh nhin c6 ton thudng thyc thé
tim, hién tai hay tién si c6 triéu chiing co ning suy tim. Giai doan D 12
ning nhat, suy tim khdng tri, khé thé khi nghi di udng thudc tdi da, cin
nhitng bién phdp diéu tri dic biét nhu mdy trd tim, ghép tim....

3.4.2. Diéu tri suy tim
C6 thé chia diéu tri suy tim ra 4 mic do tuy theo cdc giai doan A, B,
C, D ctia suy tim:
- Diéu tri cic bénh nhin ¢6 nguy cd cao din dén suy tim (GP A).
Td: THA, BPTD, rdi loan lipid mdu

- Diéu tri cdc bénh nhan c6 bat thudng thuc thé hoic tdi ciu tric
tim, nhung chua c6 tri€u chiing cd ndng suy tim (G B)

- Piéu tri cdc bénh nhan trudc kia hay hién c6 triéu chitng cd
ndng suy tim (Gb C)

- Diéu tri suy tim khdng tri (giai doan cudi clia suy tim — GD D)
3.4.2.1. Piéu tri cdc bénh nhén cé nguy co cao suy tim (GD A)

Céc bénh 1y ndi khoa hoic 18i s6ng c¢6 nguy co cao dan dén suy
tim bao gdom:

- Bénh THA

- Rdi loan lipid mdu

- Dbadi thdo dudng

- Loan nhip nhanh

- Bénh tuyén gidp: cudng gidp hoic suy gidp

- Nghién thu6c, nghién rugu, nghién ma tdy
20
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THA tim thu hay tim truong déu din dé&n suy tim (27) (28). Kiém
sodt tot huy€t dp s& gidm 50% nguy cd suy tim (29). Muc tiéu huyét
4p can dat 1a < 140 mmHg va < 90 mmHg. P3di véi bénh nhan c6 thém
DTP hoic suy thAin man, muc tiéu cia huyé&t 4p tAm thu 1a < 130 mmHg
va huyét 4p tAim truong < 80 mmHg (16). Lua chon thudc thay ddi theo
bénh ndi khoa kém theo. Cin chi y 1a thudng can > 2 loai thudc ha dp
dé dat muc tiéu diéu tri. Cdc thudc nhu e ch€ calci hodc chen chon loc
alpha 1, néu st dung don ddc it c6 hiéu qua phong suy tim hon 1gi ti€u
va tc ch€ men chuyén (30).

Béo phi va dé khing insulin 12 hai y&u t& nguy cd quan trong clia
suy tim (31). Bénh nhan PTP bi ting nguy cd suy tim di khong t6n
thuong thuc thé tim (32). Piéu tri ldu dai bénh nhan PTP biing tc ché
men chuyén hay chen thu thé angiotensin II ngin ngira dugc bién chitng
than, nhdi madu co tim va suy tim (33, 34).

Céc thudc tim mach st dung trong moi giai doan cda suy tim dugc
tom tit trong Bdng 6.

Chi dinh loai I:

- Cé4cbénhnhin cé nguy co cao suy tim (THA, r6i loan lipid mdu,
ddi thio dudng) can dugc diéu tri theo ding cdc muc tiéu cla
khuyé&n céo lién quan.

- Bénh nhan c6 nguy co cao suy tim, can dugc khuyén tranh cdc
chit 1am ting suy tim. Td: thudc 14, udng rudu qui mic, ma tdy.

- Nhip that cdn dugc kiém soat hoic phuc hdi nhip xoang trén
bénh nhin c¢é nhip nhanh trén that.

- Piéu tri bénh 1y tuyén gidp theo diing cdc khuyén cdo.

- ThAy thudc can chi dinh cin 14m sing khong xAm nhip (td: do
PSTM biing siéu 4m tim) trén ngudi bénh c6 tién skt gia dinh bi
bénh cd tim hoic trén ngudi st dung dudc chat doc cho tim.
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Bang 11. Thudc tim mach trong moi giai doan ctda suy tim

Thudc GDA GDPbB GPb C
ucmMmcC
Benazepril H coo soo
Captopril H, DN Post MI HF
Enalapril H, DN HK HF
Fosinopril H o= HF
Lisinopril ) H, DN Post MI HFE
Moexipril H
Perindopril H, CV Risk
Quinapril H oo HF
Ramipril H, CV Risk Post MI Post MI
Trandolapril H Post MI Post MI
Chen thu th& AGII
Candesartan H ooo HF
Eprosartan H
Irbesartan H, DN oo
Losartan H, DN CV Risk
Olmesartan H
Telmisartan H
Valsartan H,DN Post MI Post MI, HF

PJdi khang aldosterone
Eplerenone

I

Post MI Post MI
Spironolactone HF
Chen béta

Acebutolol

I

Atenolol Post MI
Betaxolol
Bisoprolol HFE
Carteolol
Carvedilol Post MI HF. Post MI
Labertalol
Metoprolol succinate HF
Metoprolol tartrate Post MI
Nadolol
Penbutolol
Pindolol
Propranolol Post MI
Post MI

ITIIIIIIIIIIIII

Timolol

Digoxin aee coo HF

H: hypertension (THA); CV risk: nguy co tim mach; DN: dai thao dudng; HF: heart
failure (suy tim); MIl: myocardial infarction (nhéi mau cg tim)
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Chi dinh loai Ila:

Uc ch& men chuyén (UCMC) c6 thé hitu ich phong ngira suy tim
trén bénh nhan c6 tién sit bénh do x0 vita dong mach hoic ddi
thdo dudng hoic THA c6 kém y&u t6 nguy co tim mach.

Chen thu thé angiotensin II ¢6 thé c6 hiéu qua tuong tv UCMC,
maic du mdc chiing ¢ kém hon.

3.4.2.2. Diéu tri bénh nhdn cé tén thuong thuc thé tim nhung chua cé
trieu chitng co ndang suy tim (GD B)

T&n thuong thuc thé tim c6 thé 1a bénh van tim, bénh PMV, phian
suit tdng mau gidm < 45% chua 6 nguyén nhan (bénh co tim din nd vo
cin), ddy that trdi do THA. C4c bién phdp diéu tri bénh nhin giai doan
nay dugc tém tit trong Bdng 12.

Bang 12. Bién phdp diéu tri bénh nhan cé tén thuong thuc thé€ nhung
chua cé triéu chung co nang suy tim.

Tat ca cac bién phap ap dung trong GD A

Chen béta va tc ché men chuyén: moibénh nhan sau NMCT
b&t k€ PSTM

Chen béta va Gc ch& men chuyén hoic chen thy thé
angiotensin Il: moi bénh nhan cé PSTM gidm

Tai luu thong DMV

Phau thuat slra van hay thay van

Uc ché& men chuy&n cho moi bénh nhan THA kém day that
trai

bat may tao nhip pha rung (ICD) cho bénh nhan BCT TMCB
c6 PSTM < 30%, it nhat 40 ngay sau NMCT cép, c6 NYHA |
khi diéu tri ndi va cé hy vong séng trén 1 nam

T4t c& bénh nhan NMCT cap du khong ¢6 triéu ching co ning suy
tim cAn dudc st dung chen béta va tic ch€ men chuyén, theo khuyén cdo
ctia di€u tri NMCT cap c6 ST chénh 1én (35). Trudng hgp khong dung
nap dugc UCMC c6 th€ thay th& bing chen thu thé angiotensin II.
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Nghién citu MADIT II da chitng minh dédt ICD c¢6 1gi ¢ bénh nhan
bénh co tim thi€u mau cuc bd c6 PSTM < 30% du khong triéu chiing cd
nang (36).

Chi dinh nhém I

TAt c4 cac bién phdp clia giai doan A cin dugc ap dung cho bénh
nhén c6 t6n thuong thyc thé tim dil chua triéu chitng co ning.
Chen béta va UCMC: moi bénh nhian sau NMCT bat ké PSTM
hay triéu chiing co ning cla suy tim.

Chen béta va UCMC: moi b&énh nhian gidm PSTM du khong ¢6
tién st NMCT va khong suy tim.

Chen thu thé angiotensin II: moi bénh nhan sau NMCT c6
PSTM gidm, du khdng suy tim, cdc bénh nhian nay khong dung
nap dugc UCMC.

Tdi luu thong dong mach vanh (BMV): chi dinh theo didng
khuyén cdo du khong triéu chitng suy tim.

Stra van hay thay van: theo diing chi dinh du khong triéu ching
suy tim.

Chi dinh nhém Ila

UCMC hoic chen thu thé angiotensin II: c6 thé€ ¢6 16i & bénh
nhan THA kém day that trdi va khdng triéu chiing co ning suy tim.
Chen thy thé angiotensin II: ¢6 thé c6 1gi & bénh nhan PSTM
thap va khong triéu chitng suy tim, khi cdc bénh nhan nay khong
dung nap dugc UCMC.

Dit mdy chuyén nhip phd rung trén bénh nhan BCT/TMCB c6 it
nhdt 40 ngdy sau NMCT c4p, PSTM < 30%, NYHA I du6i diéu
tri noi tdi da va c6 hy vong sdng trén 1 nim.

Chi dinh nhém IIb
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Chi dinh nhém IIT

- Khong st dung digoxin cho bénh nhin ¢6 PSTM thap, nhip

xoang ma khong cé tri¢u ching suy tim.

- Uc ché calci, loai gidm co co tim, ¢6 thé ¢6 hai § bénh nhin sau
NMCT c6 PSTM thap va khong triéu chitng suy tim.

Bang 13. Cdc thudc uc ché hé renin — angiotensin — aldosterone va
thuéc chen béta thudng si dung diéu tri suy tim c6 PSTM thdp

Thudc Liéu khdi ddu/ngay Liéu t6i da

ucMmcC
Captopril 6,25 mg ngay 3 lan 50 mg ngay 3 1dn
Enalapril 2,5 mg ngay 2 Ian 10 dén 20 mg ngay 2 |an
Fosinopril 5 dén 10 mg ngay 1 14an 40 mg ngay 1 14n
Liinemil 2,5 d€n 5 mg ngay 1 Ian 20 d&n 40 mg ngay 1 14n
Perindopril 2 mg ngay 1 14dn 8 dé€n 16 mg ngay 1 ldn
Quinapril 5 mg ngay 2 14an 20 mg ngay 2 ldn
Ramipril 1,25 dén 2,5 mg ngay 1 14n 10 mg ngay 1 ldn

Trandolapril 1 mg ngay 1 1dn

Chen thu thé AGII

Candesartan 4 dé€n 8 mg ngay 1 lan
Losartan 25 dén 50 mg ngay 1 lan
Valsartan 20 dén 40 mg ngay 2 Ian

Dé6i khang aldosterone
Spironolactone 12,5 dén 25 mg ngay 1 1dn

Eplerenone 25 mg ngay 1 lan

Chen béta
Bisoprolol 1,25 mg ngay 1 1an
Carvedilol 3,125 mg ngay 2 lan

12,5 dén 25 mg
ngay 1 1an

Metoprolol succinate extened release

(metoprolol CR/XL)

Nebivolol 2,5 mg ngay 1 14n

4 mg ngay 1 |an

32 mg ngay 1 14n
50 d€n 100 mg ngay 1 |4n

160 mg ngay 2 lan

25 mg ngay 1 hodc 2 14n

50 mg ngay 1 14n

10 mg ngay 1 lan
25 mg ngay 2 Idn (50mg ngay
2 14n cho bénh nhan > 85 kg

200 mg ngay 1 Ian

5 mg ngay 1 lan
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3.4.2.3. Piéu tri bénh nhdn suy tim, trudc kia hodc hién tai cé triéu chiing
condang (GD C)

Béng 14 néu lén cdc bién phdp diéu tri bénh nhin suy tim ning (GD
C). Céc bién phap nay cin dugc sit dung diing chi dinh va phdi hgp cdn
than d€ tranh 1am ning suy tim hodc bénh nhan bé diéu tri vi tic dung
phu.

Bang 14. Bién phap diéu tri suy tim, trudc kia hodc hién tai co triéu
chung cd nang (Gb C)

- TAat ca cac bién phéap cla giai doan A va B

- Lgi tiéu va han ch& muéi: khi c6 ddu U dich (loai I)

- Chen béta (bisoprolol, carvedilol, metoprolol succinate): moi
trudng hgp ngoai trii chéng chi dinh (loai 1)

- UCMC, chen thuy thé angiotensin Il don déc hoic phéi hgp (loai I)

- Digitalis (loai lla)

- Tranh thudc chdng loan nhip, khang viém khong steroid hoac Uc
ché& COX-2, tic ché calci (loai 1)

- Phoi hgp UCMC, chen béta véi hydralazine kém nitrates (loai lla)

- Luyén tap thé Iuc theo chuang trinh (loai )

- Thudc déi khang aldosterone: spironolactone, eplerenone (loai )

- Tai dong bd that: tao nhip 2 budng that (loai 1)

- Tao nhip pha rung cay dugc (ICD) (loai I)

Chi dinh nhém III

- Khong nén phéi hgp thusng qui UCMC, chen thu thé angiotensin
II vé6i thudc ddi khang aldosterone.

- Khong nén ding thudng qui e ché calci

- Truyén lau dai thudc ting co cd tim c6 thé c6 hai, ngoai trir khi
bénh nhan bi suy tim giai doan cudi.

- Diéu tri bing hormone c6 thé c6 hai, ngoai trir trudng hop diing
hormone thay thé.
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3.4.3. Cdc nghién citu chitng minh hiéu qud ciia chen béta trong diéu
tri suy tim
3.4.3.1. Cdc thudc chen béta

Trong thap nién 70, Waagstein va cs. dd bdo cdo vé kha ning cda
Metoprolol, Alprenolol va Practolol trong cai thién tri€u chiing cd ning
va chifc niing thit & b&énh nhin suy tim do bénh co tim dan (37).

Nghién citu MDC (38) (Metoprolol in Dilated Cardiomyopathy) cho
thd'y Metoprolol gitip gidm tt vong va gidm chi dinh ghép tim & bénh
nhan bénh co tim dan.

Nghién cttu clia Packer va cs. vé Carvedilol (39) cho thdy nhém c6
Carvedilol (mdt chen béta c6 tinh din mach) gidm t& vong 65%, giam
nhap vién 27%, gidm phdi hop tif vong va nhap vién 38% so véi nhém
Placebo. Ngoai ra nhém Carvedilol ti€n dén suy tim ning it hon nhém
Placebo. C4 hai nhém déu c6 thudc co ban 1a Digoxin, 1gi tiéu va tc ché
men chuyén.

Nghién cttu COPERNICUS cho thi'y Carvedilol c¢6 thé st dung
trong suy tim do IV. Thyc hién trén 2000 bénh nhin theo ddi gin 3 nim,
nghién citu COPERNICUS cho thdy nhém c6 Carvedilol gidm 35% tir
vong so v6i nhdm chitng (24)(40).

Nghién ctu CIBIS II thyc hién trén 2647 bénh nhan suy tim do III
hodc IV; nguyén nhan suy tim c6 thé 1a thi€u mau cuc bo hay khong
thi€u mau cuc bd. Sau 18 thdng, nhém Bisoprolol gidm t&r vong do moi
nguyén nhan 34% (p < 0,001), gidm dot t& 44% (22).

Céc thudc chen béta da dudc sit dung trong diéu tri suy tim gdm
c6: Metoprolol, Bisoprolol, Carvedilol. Can chd ¥ 1a liéu khéi dau phdi
thap. V6i Metoprolol liéu khéi dau 1a 5Smg/ngay, ting din trong vong 7
tuan dé dat dén liéu 100 mg/ngay, véi Carvedilol, liéu khdi ddu 1a 6,25
mg 2 14n ngay, ting din trong 6 tudn d€ dat dé€n liéu cao nhit 1a 50 mg/
ngay. Liéu khdi dau cla Bisoprolol 12 1,25 mg/1 IAn/ngay ting liéu sau
mdi 2 tuan hoic 4 tudn, liéu t8i da 12 10 mg/ngay.
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Do 1gi diém cao (kéo dai ddi song) clia chen béta, cin chd y st dung

chen béta cho moi bénh nhin suy tim va/hoic rdi loan chifc ning that
trdi. Ngay c4 khi bénh nhian di 6n dinh v6i cdc thudc khac ciing nén st
dung chen béta.

1.0
c — Placebo B
0 0.8 | - -Bisoprolol
o
c
YO
w
0.6 p < 0.0001
ol
1 T T 1 I
0 200 400 600 800

Thdi gian sau ph4u thuat (ngay)

Thiéu méu cyc bé —O—E—
DCM nguyén phat =

Khéng xéc dinh =
NYHA Il ——
NYHA IV ——r
Téng céng —6——

Nguy cd lién quan 0,4 0,6 0,8 1,01,2 1,4 1,6 1,8

Hinh 5: A: S6ng con ctia bénh nhan trong nghién cdu CIBIS II.
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Nebivolol 12 thudc chen béta c6 tinh din mach méi, da dudc ching
minh c¢6 hiéu qué trong diéu tri suy tim. Tinh dan mach ctia nebivolol
do tdc dung phéng thich nitric axid (NO) qua cd ché& thu thé béta 2 giao
cam (26). Nghién ctu SENIORS (25) thyc hién trén 2.128 bénh nhin
cao tudi > 70 tudi c6 bénh sk suy tim (nhap vién vi suy tim trong nim
trudc hodc phan sud't tdng mau <35%). C6 1.067 bénh nhan thudc nhém
nebivolol (liéu lugng tir thap 1,25 mg/ngay dén cao 10 mg/ngay) va
1.061 bénh nhian nhém placebo, cd hai nhém déu dugc diéu tri thudc
cd ban suy tim: 1gi ti€u, UCMC, chen thu thé angiotensin II, d6i khdng
aldosterone, digoxin, gidm lipid mdu, aspirin ho#c thudc chdng vitamin
K. Tiéu chi chinh Ia t& vong do moi nguyén nhan hodc nhap vién vi tim
mach. Theo doi trung binh 21 thdng. Ti€u chi chinh xay ra trén 332 bénh
nhan (31,1%) nhém Nebivolol va 375 bénh nhan (35,3%) nhém placebo
(p=0,039). Khong khac biét c6 ¥ nghia vé 4nh hudng cia tudi, gidi tinh
va phin suit tdng mdu trén hiéu qua diéu tri ciia nebivolol. Nhu vay
nebivolol 12 chen béta c6 hiéu qua va dung nap tot trén ngudi cao tudi.

3.5. Loan nhip

3.5.1. Nhip xoang nhanh

Diéu tri chd y&u clia nhip xoang nhanh Ia diéu tri theo nguyén nhan
bénh. Tuy nhién, trong nhiéu trudng hdp, can ha tin s6 tim dé€ gidm
triéu chitng co ning. Nhiim gidm tan s6 tim, chen béta 13 chi dinh loai
I, mic chitng ¢t C; dic biét hiéu qué & bénh nhan lo ling, sau NMCT,
cudng gidp, suy tim va tinh trang cudng giao cam (2) (41).
3.5.2. Nhip nhanh trén that

Chen béta hiéu qua trong diéu tri ngoai tAm thu nhi, ki€m sodt tin
s6 tim va chuyén nhip nhanh nhi do don & (focal atrial tachycardia),
nhip nhanh vao lai nit nhi thdt (AV nodal reciprocating tachycardis),

nhip nhanh bd ndi don & (focal junctional tachycardia), nhip nhanh bo
ndi khong kich phdt (non-paroxysmal junctional tachycardia) (Bang 15)
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Bang 15. Khuyén cdo vé s’ dung chen béta trong loan nhip tim (TL 2)

Chi dinh Loai MUc ching cu
Loan nhip trén that
Nhip xoang nhanh | C
Nhip nhanh nhi don &, dé chuyén lla C
nhip
Nhip nhanh nhi don 6, d& phong I B
ngua tai dién
Nhip nhanh vao lai nat nhi that | C
Nhip nhanh bd néi don 6 lla C
Nhip nhanh bd ndi khong kich lla C
phat
Ho6i chiing Wolf-Parkinson-White lla C
kém loan nhip c6 triéu chiing
Cubng nhi
Kiém soat tan sé that cudng nhi, lla C
dung nap kém
Kiém soat tan sé that cudng nhi, I C
dung nap tot
Rung nhi (ESC/AHA/ACC)
Phong ngtia (sau NMCT, suy tim, | A
THA, hau phau, sau chuyén nhip
Kiém soat lau dai tan s& tim | B
Kiém soat cdp tan s6 tim I A
Chuyén nhip xoang lla B
Phé&i hop digoxin, dé kiém soat lla A
tan sé tim
Kiém soat cap tan s6 tim/suy tim llb C
Loan nhip that
Kiém soat loan nhip sé6m sau I A
NMCT (tim mach)
Kiém soat loan nhip mudn sau I A
NMCT
Phong nglia dét ti trong suy tim | A
va sau NMCT
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3.5.3. Nhip nhanh trén hoi chitng Wolf-Parkinson-White

Chen béta khong c ché dudng phu, giong nhu digitalis va tc ché
calci (TD: veparamil); con 1am ting din truyén theo dudng phu do d6
lam ting tan s& that khi c6 nhip nhanh trén that, din d&n tut huyét 4p
ning va ngung tim. Do d6 chi sit dung chen béta trén bénh nhian hdi
chiing WPW khi da c¢6 khao sdt dién sinh 1y ching minh dudng phu
khong c6 tinh din truyén tdi (antegrade conduction).

3.5.4. Cudng nhi va rung nhi

Chen béta khong hiéu qui trong chuyén nhip cudng nhi vé nhip
xoang, chi c6 thé gidm tan sd thi't. Chi dinh gidm tan s6 thit clia chen
béta trén bénh nhin cudng nhi dudc x&p vao loai I, mic chitng cit C
(43).

Chen béta gitip phong ngira rung nhi, ki€m sodt tin sd thit/rung
nhi, chuyén rung nhi vé& nhip xoang va duy tri nhip xoang (42). G muc
tiéu ki€m sodt tan so that (rato-control) trén bénh nhan rung nhi, chen
béta ki€m sodt nhip nhanh khi ging stic tot hon digitalis. Trong thuc
hanh 1am sang thudng phdi hgp chen béta véi liéu thap digitalis khi can
ki€m sodt tan sO that  bénh nhan rung nhi. Nghién cttu ctia Ighiguro va
cs. (50) chitng minh bisoprolol c6 hiéu qua cao chong rung nhi con hon
chong loan nhip khic.

3.5.5. Loan nhip thit

Chen béta hiéu qua trong ki€m sodt tin sd thit lién quan d&n cudng
giao cdm bao gdm loan nhip x4y ra khi stress, NMCT cap, ky chu phiu
va suy tim (2). Chen béta ciing giip phong ngira dot ti (loai I, mic
chitng ctd A) (44).
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Bang 16. Khuyén cdo vé st dung chen béta trong phong nguia dét ti

Bénh

NMCT
Sau NMCT

Sau NMCT

Sau NMCT

Suy tim

Bénh ca tim
dan né

Cau co DMV

Hoi ching QT
dai

Hoi ching QT
dai

Hoi ching QT
dai

Nhip nhanh
that cudng
atecholamine

Bénh cad tim
that phai

Bénh nhan
dat may pha
rung
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Phong ngua tién phat
Phong ngua tién phat, khi cé
suy tim ho&c réi loan chtic
nang that trai
Phong ngua tién phat trong
va sau NMCT
Rung that/nhjp nhanh that
dudc cliu séng; nhip
nhanh that kéo dai
Phong ngua tién phat hoac thu
phat
Phong ngua tién phat hoac thu
phat
Phong ngua tién phat
Phong ngua tién phat, triéu
ching cd nang
Phong ngua thd phat: chen
béta + ICD
Phong ngua tién phat khong
triéu chuiing
Phong ngua tién phat hoac
thu phat

Phong ngua tién phat

Phong ngua thu phat

Loai
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lla
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A
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3.6. Béc tiach dong mach chi (Aortic dissection)

Chen béta la thudc Iva chon dau tién trong diéu tri THA c6 kém béc
tdch dong mach chd (loai I, mifc ching ctt C) (45). Trong diéu tri cAp
cttu thudng dung chen béta ti€m mach. Khi chen béta don doc khong
di ki€m sodt huyét dp, c6 thé phdi hdp véi sodium nitroprusside TTM,
hoic Nicardipine TTM. Trong diéu tri duy tri ldu dai bénh nhan THA
kém béc tach PMC, ¢6 thé phdi hgp chen béta véi e ché men chuyén
hoic chen thu thé angiotensin I hoic e ché calci nhém dihydropyrisine.

3.7. Chen béta trén phu nit c6 thai

Chen béta da dugc st dung trén phu nit ¢6 thai khong lam ting di tat
thai nhi. Chi dinh chen béta trén phu nit c¢6 thai bao gdm diéu tri bénh
ting huyét 4p, hep van 2 14, bénh tim TMCB, loan nhip thit va loan
nhip trén that (46); thudc c6 thé st dung lién tuc dén khi sinh con.

3.8. Chen béta trén bénh nhan cudong giap

Bénh nhin cudng gidp thudng c6 biéu hién hdi hop, tim dap nhanh
do nhip xoang nhanh hozc rung nhi c6 tan s thit nhanh. Chen béta rat
hiéu qua trong gidm triéu chiing tim va gidm tan s6 that. Liéu lugng
thudc c6 thé gidm din rdi ngung khi diéu tri khdng gidp (thudc, Iode 13'...
Iode phéong xa) da c¢6 hiéu qua
3.9. Chen béta trén bénh nhin réi loan than kinh tim

R&i loan than kinh tim (cardiac neurosis) hay rdi loan than kinh thuc
vat la tinh trang x40 tron chifc ndng tim. Bénh nhan c6 thé c¢6 bi€u hién
lo g, hdi hop hodc cam gidc hut hoi thd, phai hit siu mdi d& chiu. Chan
dodn chi dugc thuc hién khi d3 loai bd tit ca cdc bénh thuc thé tim mach
va nodi khoa. Chen béta liéu thap c6 hiéu qua gidm triéu chiing hdi hop,
lo s¢ & cdc bénh nhan nay, cdc bién phdp diéu tri k&t hgp khac bing
thudc hay thay ddi 161 song rat can thiét.
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3.10. Chen béta trong phong ngira bi€n ¢é chu phiu, phiu thuat
ngoai tim bénh nhan tim mach

Trong thdi ky chu phiu, ndng d6 catecholamine trong miu bénh
nhin ting, do d6 ting tAn s6 tim va ting co co tim, hiu qud 12 ting tiéu
thu oxygen cd tim, chen béta gitip gidm tan sd tim do d6 kéo dai ky tim
truong va gidm co co tim. Hon nita chen béta gitip tdi phdn phdi mau
vé& ndi mac cd tim, 6n dinh mang xo vita va ting ngudng giy ra rung
that (47). Nghién ctu DECREASE (Dutch Echocardiographic Cardiac
Risk Evaluating Applying Stress Echo) chiing minh bisoprolol st dung
tir 1 tudn 1& trudc phiu thuat ngoai tim, chinh liéu lugng theo tn sd tim
gitip gidm bi€n c& nhdi mdu co tim chu phiu va gidm t& vong (48). Céc
nghién cttu khic st dung atenolol hoidc metoprolol khdng cho k&t qua
¢6 16i nhu bisoprolol (49) (Hinh 6). Can chi y 14 tinh chon loc béta 1
clia bisoprolol cao nht 75/1, trong khi metoprolol va atenolol chon loc
béta 1 kém hon.

M MORTALITY
All ] All Li
Bisoprolol ] Bisoprolol [
DECREASE (n=1178) el DECREASE (n=1178) el
BBSA (n=219) | 1 BBSA (n=219) k >
Metoprolol [ ] Metoprolol | (]
POBBLE (n=103) f—0—— POBBLE (n=103) | e & e |
DIPOM (n=921) s | DIPOM (n=921) ]
MaV$ (n=496) ——] MaVS (N=496) e
POISE (n=8351} | POISE (n=8351) M-
Atenolol Atenolol
Mangano (n=200) } | Mangano (n=200) | e ey |
r y T Y r T y v
0.01 0.1 1 10 100 0.01 0.1 1 10 100
OR(95% Cl) OR (95% Cl)

Hinh 6. Hiéu quéa trong 30 ngay cla chen béta trén nhdi mau co tim
khéng ti vong va t vong chung dua trén 7 nghién ctiu phan phéi ngau
nhién (TL 49).
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Tai fiéu thong tin cho cdn bg y té

THONG TIN KE TOA
Concor ® 5mg
THANH PHAN: Mdi vién nén bao phim chifa: Bisoprolol hemifumarate ..

CHi DINH: Diéu tri cao huyét a ap; Diéu tri bénh mach vanh (Dau that nguc); Diéu t
man tinh 6n dmhtutrung binh dén tram trong c6 kem suy giam chiicnang tam thu (phan xuanong
mdu < 35%, dua trén dién tam d6) két hop vdi thudc tc ché men chuyén, thudc loi tiéu va cdc
glycoside tim.

LIEU DUNG VA CACH SU DUNG:

Diéu tri cao huyét dp va bénh mach vanh: Trong moi trudng hop, liu diing sé duoc diéu chinh
cho tiing bénh nhan, d a dua trén nhip tim va két qua diéu tri.

Liéu thong thutng toidala 5 mg blsoprolul (1vién Concor 5mg) mot 1an/ ngay. Néu cén thiét, Liéu
¢6 thé dugc tang ién 10 mg bisoprolol (2 vién Concor 5mg) mot 1an/ ngay.

Liéu khuyén céo i da la 20 mg bisoprolol mgt lan/ ngay.

Diéu tri suy tim man én dinh: Truc khi dleu tri suy tim man &n dinh vi ConCor Smg, cn thiét
phai co mot giai doan kiém tra dac biét va can duc bac si theo dai thuong xuyén.

Céc diéu kién trudc khi diéu tri véi bisoprolol [a:

« suy tim man 6n dinh ma khong bi suy tim caplrong vong 6 tudn trudc do,

- khong thay doi phuang thifc diéu tri chil yéu trong 2 tuan vifa qua,

« diéu tri vdi liéu t6i vu thudc dc ché men chuyen (Rodc cac thudc gian mach khac néu khang dung
nap cac thudc (ic ché men chuyén) va thudc lgi tiéu, va céc thudc glycoside tim.

Bacsi diéu tri can phal < kinh nghiém trong diéu tri suy tim man.

Dleu trisuy tim man 6n dinh véi bisoprolol dugc khéi dau theo phac do chudn dudi day, ddp ting cla
mdi bénh nhan ¢ thé tily thudc vao céch dung nap ctia bénh nhan di vai méi liéu, c6 nghia la chi
tang liéu khi da dung nap tot liéu trudc do.

Tuan 1: 1,25mg  bisoprolol mot Ian/ngay

Tudn2: 2,5mg  bisoprolol (¥ vién Concor Smg) mgt lan/ngay
Tuan3: 3,75 mg  bisoprolol mgtldn/ngay *

Tudn4-7: 5mg  bisoprolol (1 vién Concor 5mg) mot Ian/ngay

Tuan8-11: 7,5mg  bisoprolol (1% vién Concor 5mg) mot lan/ngay
Tuan 12 va sau dé: 10mg bisoprolol (2 vién Concor 5mg) mot [an/ngay nhu liéu duy tr
*Concor 5mg khong thich hap cho viéc s dung & miic liéu nay, nén diing Concor ham ludng thap
hon ¢6 san.
Liéu khuyen cdotdidala10mg bisoprolol mot 1dn mdi ngay. Bénh nhan nén duoc theo doi va duy
& muc liéu nay trir khi khong thé dugc do tac dung phu. Sau khi khdi dau diéu tri véi liéu 1, 25mg
bisoprolol, bénh nhan can dugc theo ddi trong vong 4 i (ddc biét theo doi huyet ap, nhlp tim, réi loan
dan truyén, cac dau hiéu ctia suy tim nang hon). Trong giai doan diéutri chuan, suy tim ndng hon tam
thi, it dich, ha huye(ap hay cham nhip tim ¢ thé xay ra. Trong truong hop nay, khuyen cdo trudc
tién nén giam liéu bisoprolol. (hl nén ngung sif dung Bisoprolol khi that can thiét nhung nén can
nhdc sudung lai khi bénh nhan 6n dinh trd lai.

Théi gian diéu tri cho tat ca cac chi dinh: Diéu tri vdi Concor 5mg thutng 1a diéu tri lau dai. Viec

diéu trj c6 thé ngung khi can thit va stt dung lai khi thich hgp.

Khéng dugc ngung di diéu tri dot ngét hayt thaydo liuma khong| héiy kién bacsivi diéu nay

6 thélam suytlm ndng hon tam thoi. Dac biét 1a déi vi bénh nhan thiéu mau tim cuc b, khong nén

ngiing diéu tri dot n éu can thigt phai ngung diéu tri, nén giam liéu tirtir.

Cac truong hop dachiet

Suy than hay' suy ga

« Diéu tri cao huyét ap hay bénh mach vanh: khang cén diéu chinh liéu doi vi bénh nhén suy chiic
nang gan hay than mic d nhe dén trung binh. i vdi bénh nhan suy than nang (d thanh théi
creatinine < 20 ml/phu() va suy gan nang khdng dugc vugt qud liéu 10 mg bisoprolol mai ngay.

+ Diéu trj suy tim man 8n dinh: Khéng c6 thong tin vé dugc ﬂ‘ong hoc ctia bisoprolol ¢ bénh nhan suy
tim man kém suy gan hay suy than. Viéc xdc dinh liéu cho cac trudng hap nay can hét st than
tron

N W? ja: Khong cén diéu chinh liéu.

Tré em: chua o kinh nghiém day da vé viéc st dung bisoprolol cho tré em, vi thé khong khuyén cdo

st dung Concor 5mg cho tré em.

Cach dung: Concor 5mg nén st dung vao budi sang, kem hay khong kem thic an. Nuét nguyén

vién thudc véi nudc, khong dugc nhai.

CHONG CHI DINH: Concor 5mg khdng diing cho céc bénh nhan sau:
« Suy tim (ap hodc céc giai doan suy tim mat b cén tiém truyén tinh mach céc thudc gay co ca tim,
+ Shock do réi loan chiic nang tim (shock do tim),
jiloan dan 1myen nhi that nghiém trong (block nhi that dé Il hay d6 lll) khdng ¢6 méy tao nhip,
ching suy niit xoang,
lock xoang nhi,
+ Nhip tim cham, gay ra triéu ching thyc thé
- Huyét ap thap, gdy ratriéu chiing thyc thé
- Hen phé quan nang hoac tac nghén phm man tinh nang (COPD),
- Thé nang cia bénh tac dong mach ngoai bién hay hoi chiing Raynaud,
- Utuyén lhuang than chua diéu tri (uté bao va crom),
«Toan chuyen hoa,
- Man émvéi blsnprolol hay bt cit thanh phan nao clia thudc.

LUU Y VA THAN TRONG: Concor 5mg phdi dugc st dung mdt céch than trong céc truong hop sau:

- Tiéu | dudng ¢ mifc duang huyel thay déi bat thuong: cac triéu (hung 10 rét ctia chiing ha duong
huyét nhu'mach nhanh, hdi hop hay tiét mé hoi 6 thé bi che dau,

+ Nhin &n nghiém ngat,

. Dang diéu tr di ing,

+ Rdi foan dan 1ruyen nhithét nhe (block nhi thét do 1),

. hungdauthatnguannzmetaI

. tdc nghén dong mach ngoai bién (bénh ¢ thé tang Ién diic biét 1a khi bt dau diéu tri),

nhan hay gia dinh cd tién st bénh vay nén.

Céctruiong hop hen phe qudn hay céc bénh ¢6 triéu chiing tic nghén phdi man tinh, can

ddng thai diéu tri gian phe quan Thinh thoang 0 thé xay 1a sy gia tang dé khang duong the &

nhiing bénh nhan hen suyén, cén liéu thugc cuong giao cam B2 cao hon.

(ﬂcphan ting dijuing: Cécthuoc chen B, bao gom Concor 5mg, 6 thé lam tang tinh nhay cam doi véi

céc chét gdy di tng va mitc do nghlem trong cda nhiing phan ting qud man do sy diéu hoa giao cam

nguoc dudi tac dung phong ta B ¢ thé giam di. Diéu tri véi adrenalin khang luon mang dén hiéu

qud diéu tri mong muon.

Gdy mé tong qudt: Bac sigay mé phal dugc thong bdo trong truding hgp bénh nhan @n gdy mé ¢ st

dung thudc chen B. Néu can thiet phdi ngung st dung Concor 5 trudc khi giai phau, nén giam liéu

dan dan va két thic 48h trudc khi gdy mé.

Utébao ura crom: G bénh nhan u tuyén thugng than (u té bao va crom), chi nén stt dung Concor Smg

sau khi phong toa thy thé a.

Nhiém doc tuyén gidp: Khi diéu tri véi Concor Smg cac triéu chiing clia cuding chifc nang tuyén gidp

(nhiém doc tuyén giap) c6 thé b che dau.

Céc trudng hop dac bit: Cho dén nay, chua c6 kinh nghiém day du trong vigc st dung Concor Smg

cho bénh nhan suy tim kem tiéu dung type | Ié thudc insulin, suy chic
nang than (creatinine huyét thanh > 3,4 mg/dl), sy ¢ chiic nang gan, bénh o tim
han ché, bénh tim bam sinh hay bénh van tim thuc thé c6 lién quan dén huyet dong luc.
Chuacé day d kinh nghiém dieu tri cho bénh nhan suy tim nhe (NYHA I1) cing nhusuynm
va nhoi mau co tim trong vong 3 Ihang trudc do.

Técdung trén khd nangldi xe va van hanh mdy méc: Céc nghién ciu trén bénh nhan mach vanh
cho thay Bisoprolol khong anh huting dén khd nang ldi xe ctia bénh nhan. Tuy nhién, do phan ting
thé xdy rakhac nhau 6 méi ca thénén kha nang fdi xe va v hanh mdy mocc thé bi anh hudng.
Can luu y dén kha nang nay khi bat dau diéu tri, khi thay dai iéu ciing nhu khi ¢6 udng rugu.
€ cho con bi: Trong théi gian mang thal chinén sit dung Concor 5mg sau khi bacsi da can
a loi ich va nguy co 6 thé xay ra. Néi chung, cdc chat chen B lam gidm lugng mau nhau
hudng dén su phat trién cta bao thai. Can theo doi kj lugng mau nhau thai, ti
cung vasy phannen cia bao thai, truding hgp xdy ra tac hai cho me hodc thai nhi, cin xem xét thay
ddi phuong phap diéu tri.

Tré so'sinh can dugc theo dai kj ngay sau khi sinh. Céc triéu chiing ctia giam glucose huyét va cham
nhip tim thuung xay fatrong von93 ngay dau tién.

Chuia 6 s6 liéu vé kha nang bai tiét cta bisoprolol trong sita ngu®i hay tinh an toan cda bisoprolol
d3i vi nhi nhi. Vi thé, khong chi dinh diing Concor Smg cho phu n cho con b,

TACDUNG PHU: Cac téc dung phy dui dy dugc sap xép theo hé thang phan loai co quan. Tan xuat

dugc phan loai nhu sau: Rat thutng 9dp (= 10%), Thuting gap (> 1%va < 10%), itgap (= 0.1%va

< 1%), Hiém (= 0.01% va < 0.19%), rat hiém (<0.01%).

+ Cdcxét nghiém: Hiém: tang triglycerides, tang men gan (ALAT, ASAT)

+ Cdc rdi Joan tim: Rat thudng gap: cham nhip tim (d6i vdi bénh nhan suy tim man); Thutng gap:
tang suy tim (dGi véi bénh nhan suy tim man); [t gap: 16 loan dan truyén nhi that; cham nhip tim
(6bénh nhan cao huyét p hay dau that ngyc); tang suy tim (& bénh nhan cao huyét ap hay dau
that n quc)

« Cdc roi /oan @he thn kinh: Thuong gap: chdng mat*, nhic dau™

« Cdcr6ifoan vé mt: Hiém: giam nugc mét (can luu y néu bénh nhan diing kinh sét trong); Rat hiém:
viém két mac

-Ca(m//oan Vé tai va tai trong: Hiém: rdi loan thinh gidc
« Cdc rdi foan vé ho hap, nguc va trung thit mediastina! disorders: ft gdp: 0 thét phé quan & bénh
nhan hen phé quan hay 6 tién st tdc nghen khi quan ; Hiém: viém mai dj ung
« (dcrdiJoan ve tiéu hda: Thudng gap: budn non, non, tiéu chay téo bon

« Cdc rdi Joan vé da va mo dudi da: Hiém: cic phan ting man cam nhu ngifa, dd da, phét ban; Rét
hlem rung t6c. Cac thudc chen B 6 thé gay ra hay lam nang thém bénh vay nén hoa( ban dé nhu

« (dc m' loan vé ca xuong va m fién két: it gdp: yéucg, vop bé
« Cdc réiloan vé mach: Thuing gap: cdm thay lanh hay té cong tay chan, ha huyét ap dac biét & bénh
nhan suy tim; [t gap: ha huyét ap thé ding
Cacmlloankha( Thuong 9ap: hen suyén (ddi véi bénh nhan suy tim mén), mét méi*; ft gép: hen
suyén (6 ‘bénh nhan cao huyét ap hay dau tht ngyo)
« Cdc r6i foan ganmat: Hiém: viém gan
. (a(m'/oan V hésinh sdn va nguc: Hlem 16iloan cudng duong
tam than: I(gap tram cdm, roi loan giac ngu; Hiém: & mong, do gidc
+ Di vdi benh cao huyét dp hay bénh mach vanh
*Nhiing triéu ching nay thuting 'xdy ra khi bét dau diéu tri. Ching thugng nhe va mét di sau 1-2
tudn diéu tri.
Thdng béo ngay cho bac st nhiing tac dung khong mong mudn xdy ra khi sudung thudc. D& phong
ngifa nhiing téc dung nghiém trong, phai thong béo ngay cho bac s khi tdc dung la nghiém trong,
bat ngor xdy ra hay tré nén nang hon.
TUONG TACTHUAC: Téc dung va khd nang dung nap cia thudc c6 thé bianh hudng khisit dung déng
thoi nhiéu thudc. Céc tuong téc c6 thé xéy rakhi thudc nayduuuudung ngay sau thuoc khéc. Thong bao
cho béc s néu ban dang sir dung mét thudc khéc nao d6, ngay cé thudc khong ké don.
Két hgp khong nén ding
Diéu tri suy tim man 6n dinh: Cac thudc chong loan nhip tim nhém | (nhu quinidine, disopyramide,
lidocaine, phenytoin; flecainide, propafenone) co thélam téng téc dung tc ché cia Concor Smg lén
dan lruyen xung luc nhi thét va tinh co that tim.
Cho tat ca céc chi dinh: Céc cht doi khang Calci kiéu verapamil va diltiazem c6 thé lam gidm tinh
<o thét co tim va am chdm dan truyén xung luc nhi thét khi dung chung vdi Concor 5mg. Dac biét
khi tiém tinh mach verapamll cho bénh nhan dang diéu trj véi thudc chen B co thé gay ra ha huyét
4p manh va block nhi that.
Cac thuéc ha huzet dp <6 tdc dung trung tam (nhy clonidine, methyldopa, moxonodine,
tilmenidine) 6 thé lam gidm nhip tim va cung lutgng tim cting nhu gian mach do gidm truong luc
giao cdm trung vong. Ngung dung thudc dot ngot dacbiét la trugc khi ngung sir dung thudc chen
B c6 thé lam tang nguy co “tang huyét ap hoi ting”.
K&t hop phai than trong
Diéu tri cao huyét &p va benh mach vanh: Céc thudc chéng loan nhip tim nhém | (nhu quinidine,
disopyramide, lidocaine, phenytoin; flecainide, propafenone) 6 thé lam téng tdc dung dc ché clia
Concor 5mg lén dan truyén xung luc nhi that va tinh co that tim.
Cho tét ca céc chi dinh: Cac chét ddi khang Calci kigu dihydropyridine (nhu nifedipine) 8 thé lam
tang nquy ca ha huyét ap khi dung chung véi Concor Smg. Khong loai trit gia tang nguy ca bién
thodi chiic nang bom tam that & bénh nhan suy tim.
Céc thudc (hong loan nhip tim nhom Il (nhu amiodarone) c6 thé lam tang tac dung tic ché ciia
Concor 5mg trén dan truyen xung Iy nhi that,
Céc thudc chen Btal ¢h6 (nhu thudc nho mat diéu trj glaucoma) c6 thé co tac dung hiép lyc vao tac
dung hé thong ctia Concor 5mg.
Cac thudc cuong pho giao cam ¢ thé lam tang tac dung e ché lén dan truyén xung luc nhi thdt va
nguy cd cham nhip tim khi dung chung véi Concor 5mg.
Tdcdung gidm glucose huyetcua insulin va cacthudc tiéu dudng dung dudng udng ¢ thé tang lén.
Céc ddu hiéu canh bdo cta tinh trang giam glucose huye( ddcbiét 13 tang nhip tim - ¢6 thé b che
dau hay tiéu trir. Cac tuong téc nay thung xdy ravdi cdc chen B khang chon loc.
Sukéthop giia Concor 5mg va chat cuang giao cam hoat hoa ca thy thé Bva a (nhu noradrenaline,
adrenallne) 6 thé 1am tang tdc dung co mach gian tiép qua thu thé a ctia céc thudc nay lam tang
huyét ap va tram trong hon chiing khap khiéng cach hoi. Cac tuong tac nay thuding xay ra véi cac
chen B khong chon loc.
Cacthudctri cao huyét ap cing nhu céc thudc khéc c6 kha nang lam ha huye\ap [nhuthuO( chéng tram
cm ba vong, barbiturate, phenothiazine) c6 thélam tang tac dung ha huyét &p ctia Concor 5mg.
K&t hop can can nhic
Mefloquine 6 thé 1am tang nguy co chdm nhip tim néu dung két hop vdi Concor Smg.
Thudc tc ché Monoamine oxidase (ngoal trlrIMAO-B) c6 thé lam tang téc dung ha huyét dp ctia céc
thudc chen B. Tuy nhién sudung dong thoi ciing ¢ thé c6 nguy co tang huyét ap dot ngot.
TRINH BAY: Hop 3 vi x 10 vién nén bao phim
Nha sén xudt: Merck KGaA, Frankfurter StraBe 250, 64293 Darmstadt, Ditc
Nha phan phai: Cong Ty (6 Phan Dugc Liéu Trung Uong Il - 24 Nguyén Thi Nghia, Q. 1, TP. HCM
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Looz°
Vién bao phim
THANH PHAN: 1 vién bao phim chifa:

Bisoprolol hemifumarate ... 2,5mg
Hydrochlorothiazide .6,25mg
Hodc:

Bisoprolol hemifumarate ... 5mg
Hydrochlorothiazide . . . 625mg

QUI CACH DONG GOI: Hop chita 3 vi, mdi vi chifa 10 vién nén bao phim.

CHi DINH: Thudc dugc chi dinh diéu tri cao huyét p tir nhe dén vira.

LIEU LUONG VA CACH SU DUNG:

Khi bét dau diéu tri: Liéu thong thutng la 1 vién Lodoz 2,5 mg / 6,25 mg mdi ngay. Néu téc dung diéu

tri cao huyét ap cta liéu nay chua dd, téng liéu thanh 1 vién Lodoz 5 mg / 6,25 mg ngay mot lan

Bénh nhén suy gidm chitc néng gan va than: Khong can thiét phai diéu chinh liéu & nhiing bénh

nhan suy chic nang gan, than tir nhe dén trung binh.

Tré em: Chua cd kinh nghiém day du vé viéc stk dung bisoprolol cho tré em, vi thé khang khuyén

cao st dung cho tré em.

Cach dung: Nén udng thudc vao budi sang kem hodc khdng kém véi thic dn. Nudt vién thudc véi

nudc va khong dugc nhai.

CHONG CHI BINH: Khong duing Lodoz cho nhiing bénh nhan mén cam véi bisoprolol hemifuma-

rate, hydrochlorothiazide hogc bt c thanh phén nao ctia thudc hogc bénh nhan:

- Bihen phé quan nang hodc bénh téc nghén phéi man tinh nang

« Dang bi suy tim cdp hodc ¢ cac giai doan cta suy tim mét bu dang can tiém truyén tinh mach
cac thudc gay co catim.

+ S6cdo tim (truang hop cap tinh gay ha huyét p va réi loan tuan hoan)

« Block nhi thét @6 hai hodc ba khang c6 mdy diéu hoa nhip tim (ri loan nghiém trong dan truyén
nhi thét)

« Hoi chiing suy nit xoang

« Bldc xoang nhi

« Cham nhip tim ¢6 triéu ching (nhip tim chdm, gy anh hudng)

« Utuyén thugng than khong dugc diéu tri (U té bao ua crom)
« (acdang tic dong mach ngoai bién nang | hodc hoi chiing Raynaud

« Nhiém toan chuyén héa (téng tinh acid cia mau nh 2 hu qua cia tinh trang bénh nang)

« Kéthop vdi sultopride

« Suy than nang (d9 thanh thai creatine < 30 mL/phiit)

« Suy gan nang

« Giam kali huyét (ndng d9 kali trong mau thap va khong dap ting vdi diéu tri)

NHONG LUU Y DAC BIET VA CANH BAO KHI DUNG THUOC:

Khdng ngung diéu tri bisoprolol mot cach dot ngot trir khi c6 chi dinh rd rang, viéc ngung dot ngot

bisoprolol ¢ thé lam bénh trang trdm trong thém déc biét déi vai bénh nhan bj bénh thiéu mau

tim cuc bo.

Sir dung Lodoz than trong trong nhiing trutng hop sau:

« Bibénh tim nhu suy tim, rdi loan nhip tim nhe (bloc nhi that d6 1), hodc rdi loan luu lugng méu
mach vanh do st co mach (chiing dau that nguc Prinzmetal)

« Cac bénh vé tac dong mach ngoai vi (bénh cd thé nang Ién khi bt dau diéu tri)

+ Cécvan dé vé gan

« Bénh tiéu dung vdi nong do duting trong mau khong 6n dinh: cac triéu chiing ha dudng huyét
nhu nhip tim cham, héi hop hodc d6 mé héi co thé bi che déu.

- Dang bi hodc cd tién st bi bénh vay nén

« Nhin ddi lau ngay

« Tang acid uric huyét, hydrochlorothlazlde 6 thé gia tang nguy o bi bénh gout.

« Chiing gidm luu lugng méu.

He hé hdp: khi bi hen phé quan hodc cdc bénh tdc nghén phé quan man tinh ¢d triéu chiing khac,

can diéu tri dong thai véi chat dan phé quan. Sy gia tang khang luc dutng thd ddi khi xdy ra &

nhiing bénh nhan hen suyén can liéu cao han cac chét cuong giao cam beta 2

Phdn ting dijting: cing nhu cac chen beta khac, bisoprolol ¢6 thé gay téing ca tinh nhay cam dGi vi céc

chdt gdy di ting va tinh trdm trong clia céc phan ting qué man. Diéu nay cling ting dung trong diéu tri

gidi man cdm. Diéu tri vdi Epinephrine khang phdi luon mang lai két qua diéu tri mong mudn.

Gdy métdng qudt: Chuyén vién gay mé phai dugc thong bdo néu bénh nhan can gay mé o stt dung

thudc chen beta. Néu can thiét nging diéu tri Lodoz trudc khi phdu thugt, can giam liéu tir tirva

két thiic trong khoang 48 gios trudc khi gy mé.

Bénh u tiy thugng than: & nhiing bénh nhan ¢o khdi u & tuyén thugng thn (u t€ bao va chrom),

chi dugc dung Lodoz sau khi phong tda thu thé alpha.

Chiing nhiém dgc tuyén gidp: Diéu tri véi Lodoz, cac triéu chiing cia bénh cuding gidp c6 thé bi che dau.

Vé lau dai, khi diéu tri lién tuc véi hydrochlorothiazide co thé dan tdi réi loan dich va cdc chat dién

gidi, dac biét 1a ha kali huyét va ha natri huyét cing nhuglam magie, clo va tang canxi huyet Ha

kali huyet tao diéu kién phét trién chung loan nhip tim tram trong, dc biét hién tugng xodn dinh,

€6 thé gay tirvong.

Trong sudt thai gian diéu tri [4u dai vdi hydrochlorothiazide, phai theo ddi céc cht dién gidi trong

huyét thanh (ddc biét 13 kali, natri, canxi), creatinine va ure, lipid huyét thanh (cholesterol va

triglyceride), acid uric ciing nhu dutng trong mau.

Phu ni ¢6 thai, cho con bii: Khong dugcdung Lodoz trong suot thoi ky mang thai vi cd chifa chat

lgi tiéu thiazide. Thudc lgi tiéu ¢ thé lam tang thiéu méu cuc bo nhau thai :ung véi nguy Co'suy

dinh dudng bao thai. Hydrothlorothlaude c6thé languyén nhan gay gidm tiéu cau ¢ tré sosinh.

Tai liéu tham khéo:
1.Fishman et al. The Jour of Clin Phar. Vol.35.No.2 Feb, 1995
2.Neutel JM et al. Amer Jour Therap 5, 313-321 1998

VPDD tai TP. Ho Chi Minh

Léu 9, Toa nha Centre Point, 106 Nguyén Van Trdi, Quan Phu Nhuan

Tel: 38 420 100 - Fax: 38 420 130

Tai fiéu thong tin cho cdn bg y té¢

Khang dugc ding Lodoz & phu nit cho con b, vi bisoprolol va hydrochlorothiazide c6 thé dugc bai
tiét qua sita me. Hydrochlorothiazide 6 thé tic ché su tao sifa.

TAC DUNG NGOAI Y:

Cdc 161 ogn vé mdu v hé bach huyét: Hiém: gidm s6 lugng bach cau (gidm bach cau), tiéu cau
(gidm tiéu cau); Rat hiém: suy gidm tram trong s6 lugng bach cau (ching mét bach cau hat)
(dc rdi fogn chuyen héa va dinh duting: it gap: chén &n, ting dudng huyét hodc acid uric, réi loan can
béng dich va dién gidi

(dc ri foan tam than: Khong thung: suy nhugc, rdi loan gidc ngd; Hiém: & mong, o gidc
(dc 163 fogn & hé thdn kinh: Thutng gap: chéng mat*, nhic dau*.

(dc r6i foan vé mdt: Hiém: giam tiét nudc mat (Iuu y dén nhiing bénh nhan mang kinh st trong)
(dc ri foan vé tai va tai trong: Hiém: r6i loan thinh giac

(dc rdi fogn & tim: Thutng gap: nhip tim cham, rdi loan dan truyén nhi that, lam tram trong thém
bénh suy tim da cd.

(dc roi foan vé mach: Thudng gap: cam thay lanh hay té cong & tay hodc chan

(dc rdi foan hé hdp, /ng nguc: Khong thudng: co that khi quan & nhiing bénh nhan bi hen phé
quan hoac ¢ tién sir bi tac nghén duong thd; Hiém: viém mii di ting

Cdcrdi fogn vé tiéu hda: Thuong gap: cdchénh vé duong rudt nhu: buon ndn, ndn, tiéu chay hay téo
bon; It gap: dau bung; Rat hi€m: viém tuy

(dc 163 fogn vé gan: Hiém: viém gan, vang da

Nhiing réi foan chung: Thutng gap: mét méi (kiét stic); It gap: suy nhugc; Rét hiém: dau nguc
(a(xernghlem ft gap: ting men amylase, tang thudn nghich nong do creatinine va ure trong
méu; tang nong do triglyceride, cholesterol trong mau, tang ndng do dutng trong nudc tiéu
(glucose niéu); Hiém: tang men gan (ASAT, ALAT)

*Nhiing triéu chiing ndy chii yéu xdy ra khi bdt ddu diéu tri. Chiing thuong nhe va mdt di trong vong
tir 1dén 2 tudn sau khi bdt ddu diéu tri.

TUONG TACTHUOC: )

Tac dung va syt dung nap clia thudc c6 thé bi nh hudng khi duing dang thdi céc thudc khac. Tuong
tac thudc cd thé dién ra khi thudc nay dugc st dung ngay sau thudc khac.

Cdc két hop chdng chi dinh

Sultopride ¢6 thé lam tang nguy ca loan nhip tam that, déc biét gay xoan dinh.

Két hop khéng duoc khuyén cdo

Lithium cd tinh ddc tim va thén kinh. T dung nay c6 thé dugc tang cudng bdi hydrochlorothia-
zide vi lam gidm dao thai lithium.

Sttdung cuing ltic véi cdc chat ddi khang calcium nhu verapamil hodc diltiazem hoac bepridil cd thé
dan dén viéc gidm co cotim va ddn truyén nhi that
Cécthudcha huyetap téc dong trung tam (nhu clonidine,
€6 thé dan dén giam nhip tim va cung lugng tim, (ung nerglan ma(h do giam truong luc giao cam
trung uong. Tuy nhién, khong dugc nging thudc ma khong cd y kién cia béc si. Néu ngung thudc
mot cach dot ngot trudc khi ngung st dung chen B ¢6 thé tang nguy co*“cao huyét &p hi dng”.
(dc két hop can phai chii y

Stt dung cung lic véi céc chdt déi khang calcium dang dihydropyridine (nhu nifedipine) ¢6 thé
tang nguy co ha huyét ap. Su gia tang nguy colam suy gidm chiic nang bom clia tam thét & nhiing
bénh nhén suy tim ciing khong thé loai trir.

Nhiing thuéc chong loan nhip tim nhom | (nhu quinidine, disopyramide, lidocaine, phenytoin;
flecainide, propafenone) ¢d thé gia téng téc dung tic ché dan truyén xung lyic nhi that va sy co cta tim.
Nhiing thuéc chéng loan nhip tim nhém 1l (nhu amiodarone) c6 thé gia tang tac dung tc ché ctia
bisoprolol Ién dan truyén xung luc nhi that

CacB-blocker tac dung tai chd (nhu thudc nhd mét diéu tri ting nhan ap) c6 thé lam tang téc dung
hé thong cta bisoprolol.

St dung bisoprolol ciing liic véi céc thudc khang cholinesterase, glycoside tim (digitalis) hay
mefloguine c6 thé lam tang tac dung tfc ché dan truyén xung luc nhi that va nguy ca chdm nhip tim.
Téc dung ha dung huyét cda insulin hoac nhiing thudc tri tiéu dudng dudng udng c6 thé b ting
Ién. Nhiing déu hiéu canh bao sy gidm dutng huyét — déc biét Ia tang nhip tim (chting tim nhanh)
6 thé bi che déu.

Céc thudc khang viém khong steroid (NSAID) c6 thé lam giam tac dung ha huyét ap ctia Lodoz.
Corticosteroid ¢6 thé lam gidm tac dung lam ha huyét &p do téc dung giit nu6c va mudi cta
corticosteroid.

Cdckét hop can phalxemxet

Nhitng thudc tri cao huyel ap ciing nhu nhung thuoc ¢6 tac dung ha huyét & ap khac (vi du nhu
chdng trdm cdm 3 vong, baclofene, amifostine) ¢d thé lam tang tac
dung ha huyét dp ca Lodoz.
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THONG TIN KE TOA

GLUCOPHAGE XR

Metformin hydrochloride - vién nén phéng thich chdm_

THUGC DUNG THEO BON CUA BAC ST. DOC KY HUGNG DAN TRUGC KHI DUNG

NEU CAN THEM THONG TIN GI, XIN HOI Y KIEN BAC ST

THANH PHAN: Metformin hydrochlonde 500 mg

Ta dugc: Sodium carb thyl cellulose, propyl methyl cellulose 2208,
Hydroxypropyl methyl cellulose 2910 M|crocrysta|||ne cellulose, Magnesium stearate.
TRINH BAY: Hop chita 15 vi, mdi vi cha 8 vién

CHi DINH:

- Két hop véi ché do an kiéng va tap thé duc, Glucophage XR Ia thudc tri bénh tiéu

duting, gidp cai thién viéc kiém soat duong huyét & bénh nhan ddi thdo dudng type 2.

- Glucophage XR 6 thé dung déng thai vdi sulfonylurea hodc insulin dé cdi thién
viec kiém sodt dudng huyét.

LIEV LUGNG VA CACH DUNG:

- Khong c6 mgt ché dd phan liéu ¢6 dinh Glucophage XR hodc bat ky thuéc khac dé
kiém sodt dudng huyét & bénh nhan déi théo duong tuyp 2. Liéu Glucophage XR
phai tly theo tiing ca nhan dya trén ¢ hiéu qua lan sy dung nap, ma khong vugt
qud liéu t6i da khuyén cdo hang ngay la 2000mg.

- Noi chung, nén duing Glucophage XR 11an méi ngay cung vdi bifa an t6i. Nén bat
dau Glucophage XR vdi liéu thap, réi tang dan, dé viia gidm tac dung phu trén da
day va vira cho phép xdc dinh dugc liéu toi thiéu dd dé kiém sodt dudng huyét cho
bénh nhan.

- Dung ngdn han Glucophage XR ¢6 thé dd trong giai doan mét kiém soat dutng
huyét tam thai & nhiing bénh nhén da kiém soat t6t chi véi ché do an kiéng.

KE HOACH PHAN LIEU KHUYEN CAO: Liéu khdi déu thong thuéing clia Glucophage

XR 1a 500mg mdi ngay mot lan vao bifa an t6i. Nén téng liéu khodng 500mg moi

tudn, cho dén khi dat liéu toi da 2000mg mdi ngay 11an vao bita an toi. Néu khong

dat dugc viéc kiém sodt véi liéu 2000mg méi ngay 1 Ian, nén thi ding 1000mg
ngay 2 lan.

CHONG CHi BINH: Glucophage XR chéng chi dinh cho bénh nhan:

1.Bénh than hodc suy than (vi du: ndng dd creatinin huyétthanh 1,5mg/dL (6 nam
qidi), 1 4mg/dL (& phu nit) hodc do thanh thai creatinin bét thudng), tinh trang
suy than nay ciing 1 hdu qud ca cdc tinh trang suy tim mach (shock), nhéi méu
cotim cdp tinh, va nhiém trung huyet

2. Suy tim sung huyét can diéu tri thudc.

3. Qud man véi metformin hydrochloride.

4. Toan chuyén héa cép tinh hogc man tinh, bao gdm bénh tiéu duting nhiém toan
thé ceton, c6 hodc khdng c6 hon mé. Bénh nhan dai thao dudng nhiém toan thé
ceton can dugc diéu tri bang insulin.

Tam thi ngung dung Glucophage XR & bénh nhan tién hanh xét nghiém X quang,
€6 dung céc chét can quang ¢ chia iod tiém tinh mach vi duing nhiing sén pham
nay ¢6 thé dan dén thay ddi chiic nang than cap tinh.
TACDUNG NGOAI Y: Tiéu chy, budn ndn / nén dugc béo cdo xdy ra § han 5% bénh
nhén dung Glucophage XR. Ngoai ra, mot s6 céc tac dung khéng mong mudn dugc
bédo cdo xay ra & = 1% - < 5% bénh nhan duing Glucophage XR: dau bung, téo bon,
trudng bung, kho tiéu / o nong, day hoi, chéng mat, nhic dau, nhiém tring dudng
ho hap trén, rdi loan vi gidc. Thang béo cho bdc si nhiing téc dung khong mong
mudn khi st dung thudc

CANH BAo:

- Hiém khi nhiém toan lactic nhung la bién ching vé chuyén hoa nguy hiém c6 thé
Xy ra do su'tich liy metformin trong qué trinh diéu tri bang Glucophage XR. Nguy
o nhiém toan lactic ¢6 thé giam dang ké bang céch theo ddi chic nang than &
bénh nhén dung Glu(ophage XR va bang cdch dung liéu t6i thiéu ¢6 hiéu qua
Glucophage XR. Ddc biét, viéc diéu tri & ngudi I6n tudi cdn dugc theo doi ky chifc
nang than.

- Nén thong bao cho bénh nhén réing phai nudt nguyén vién Glucophage XR, khong
nghién, khong nhai dé ta dugc co thé thai ra phan dang khdi mém giéng nhu vién
thudc ban dau.

THAN TRONG: Theo ddi chiic nang than. St dung dng thsi cac thudc khac c6 thé

Tai liéu tham khao:

Tai fiéu thong tin cho cdn bg y t&

nh hudng chiic nang than hoac dinh vi sai metformin (vi du nhu cac thudc cation

duoc thai trir qua 6ng than phai dugc dung than trong).

(Cac xét nghiém X quang st dung céc chdt can quang c6 chia iod (vi du: cdc chdt can

quang tiém chup dudng niéu, chup dudng mat, chup mach méu va chup ct I6p vi tinh)

- Trudng hop gidm oxy mo

- Trong qua trinh phdu thuat

- Udng rugu

- Suy chiic ndng gan

- Dung vitamin B12

- Thay d8i tinh trang am sang & bénh nhan trudc day c6 kiém sodt bénh ddi théo
dudng tuyp 2

- Bénh g|am glucose huyét

- Thiéu kiém sodt glucose huyét

TUGNG TACVGI CAC THU6( KHAC, CACDANG TUGNG TAC KHAC:

- Glyburide

- Furosemide

- Nifedipine

- Thudc cationic

Mot s6 thudc khac: o khuynh hugng lam tang dutng huyé't va c0 thé dan dén mét

kiém sodt dudng huyét. Nhiing thuéc nay gom Thiazide va cac thudc loi tiéu khac:

corticosteroids, phenothiazines, céc san phdm tuyen qidp, estrogen, thudc trénh

thai dutng udng, phenytomn acid nicotinic, thudc kich thich than kinh giao cdm,

thudc chen kénh calci va isoniazide.

Metformin gén két khang dang ké véi protein huyét tuong va do d it tuong tac v

cdc thudc gan két cao véi protein nhu la salicylate, sulfonamide, cloramphenicol va

probenecid.

sU DUNG CHO PHU N’ CO THAI VA CHO CON BU:

Phu nif 6 thai: Téac dung gay qudi thai

Do nghién citu trén dang vat khong phai ludn du doan cho ngudi, khong nén diing
Glucophage XR trong thoi ky ‘mang thai trir khi that su cin thiét.

Khong ¢6 cac nghién cu ddy dd va dugc kiém soat t6t & phu nit ¢o thai dung
Glucophage XR.

Phu nif cho con bi: Cac nghién cdu trén chudt cho con bi cho thay rang metfor-
min bai tiét qua sita va dat dugc céc nong d9 tuong ddi so véi cdc ndng do trong
huyét tuong. Cdc nghién cdu tuong ty khong thuchién & phu nit cho con bd. Do kha
nang giam duaing huyét co thé xay ra & tré bi me, tiiy vao tdm quan trong cila thuéc
doi véi ngudi me, phai quyét dinh ngung cho b hodc ngung dung thudc. Néu
ngung dung thudc Glucophage XR, ma viéc &n kiéng khong da dé kiém soat duong
huyét, nén xem xét dung insulin.

Tac ddng ctia thudc khi 13i xe va van hanh may méc: Khi dung Glucophage
mat minh thi khdng gay ra ha dudng huyét. Vi thé, khong cd nguy co rd rét nao khi
|ai xe va van hanh may méc. Tuy nhién, khi st dung cing véi céc thudc tri bénh tiéu
duong khac (sulfonylurea, thudc ha duang huyét, insulin, repaglinide), nhat thiét
phai cdnh béo su ha duong huyét manh, va nh hung dén viéc tép trung.

HAN DUNG: 24 thang ké tif ngay sén xuat

BAO QUAN: Bao quan dudi 25°C, tranh 4m

DUGC SAN XUAT TAI: Merck Sante s.a.s. 2 rue du Pressoir Veert, 45400 Semoy, Phap
DONG GOI BOI: PT. Merck Thk - JI. TB. Simatupang no. 8

Pasar Rebo. Jakarta 13760 - Indonesia

NHA PHAN PHOI: Cong ty C6 phan Dugcliéu Trung wong I

24 Nguyén Thi Nghia, Q. 1, TPHCM
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