PONG THUAN CUA CAC CHUYEN GIA VE THUOC CHEN
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BS CK II. Nguyén Thanh Hién
Muc tiéu ctia khuy&n cdo hay dong thuan Ia cung cAp cdc chitng ctf cho mot gidi phap;
nhd d6 thay thudc cé thé cin nhic 1i di€m hoic nguy cd ctia mot bién phdp chan dodn hay
diéu tri. Giong nhu khuyén cédo, trong ddng thuin ciing phan d6 chi dinh chia ra 3 loai: loai I,
loai II va loai III.
Loai I: Chiing ct va/ hoic ddng thuin chung 1a thii thuit hay diéu tri ¢6 1¢i, hitu ich va hiéu qua
Loai II: Chiing ctt con ddi nghich va/hoidc cé su khac biét trong quan di€m vé sy hitu ich/ hiéu
qud clia thd thuat hay diéu tri
Loai Ila: Chitng ct/ ¥ ki€n nghiéng vé phia hitu ich / hiéu qua
Loai IIb: Hitu ich/ hiéu qué chua di manh
Loai III: Chiing cit hodc déng thuin cho thi'y khong nén dp dung, c6 thé cé hai.
Mic do cdc chitng ctt cling phdn ra A,B hodc C
Mic chitng ¢t A: Dit kién xudt pht tif nhiéu nghién cttu 1dm sang cé phan ngiu nhién hoic tr
phan tich gbép
Mitc chitng cit B: Dit kién xudt phét tf mdt nghién cttu 1Am sang phan phdi ngiu nhién hoic tir
cdc nghién citu khong ngiu nhién
Mitc chitng ¢t C: Pong thun tit cdc chuyén gia va/hoic tit nghién cttu nhé.

1. Mé dau:
THA 1a bénh phd bi€n va ngay cang ting. Thong ké tai Viét Nam cho thdy tin suit ting tir
12% 1&én dén 16% trong nhitng nim gan day (1) (2) (3). Nghién cttu Framingham cho thdy, &
ngudi c6 huyét 4p binh thudng vao tudi 55, c6 d€n 90% kha ning THA vio nhitng nim sau d6
(4).

Nghién citu ciing cho thdy, chi cAn gia ting 5SmmHg huyé&t 4p tAm thu hoic tAm truong, sé gia
tang 20-30% bénh tim mach (5).

THA 12 yé&u t6 nguy cd chinh clia xo vita dong mach, tit 6 din dén cdc bénh tim mach ning
nhu bénh dong mach vanh (BPMV), bénh mach médu ndo, suy tim, bénh dong mach ngoai vi va
bénh mach mau thin.



Diéu tri THA c6 nhiéu ti€n bd khong ngirng, do hi€u bi€t nhiéu hon vé bénh sinh hoc, phdt hién
céc thudc méi va cdc k§ thuat can thiép nodi ngoai khoa. Piéu tri ndi khoa ludn ludén bao gdm
diéu tri khong thudc (thay d6i 18i song) va diéu tri bing thudc.

Tu nhiéu nim thudc chen béta di dudc sit dung trong diéu tri bénh Ting huyét 4p, bénh thi€u
mdu cuc bd cd tim va mot s6 bénh nodi khoa hoic tim mach khdc. Tuy nhién st dung chen béta
12 thudc diu tién trong diéu tri Ting huyét 4p c6 di€m khong thong nhi't trong cdc bdo cdo gin
day (6)(7). Khuyén cdo clia National Institute of Clinical Excellence (NICE) (8) ctia Anh khong
cho phép st dung chen béta 12 thudc diu tién trong diéu tri Ting huyét 4p, trlr phi ¢6 chi dinh
bdt budc. Tuy nhién khuyé&n cdo cia Hoi Tim Mach Chau Au 2007 va ban lugng dinh lai vao
nim 2009 vin khuyén dung chen béta 13 thudc diu tién (9) (10). Huéng din diéu tri Ting
huyét 4p ctia Hoi Tang Huyét Ap Canada 2010 c¢6 ciing quan diém, ngoai trif chen béta khong
12 thudc diu tién & bénh nhan trén 60 tudi bi THA, trir phi ¢6 chi dinh bit budc (11). Péng
thuin cta Hoi Tim Hoa Ky va Hoi Trudng Mon Hoa Ky 2011 vé Tiang huyét 4p ngudi cao tudi
ciing khong Iya chon chen béta 1a thudc diu tién diéu tri THA khong chi dinh bit budc & ngudi
cao tudi (12).

Do dé mot ddong thuin ctia Hoi Tim Mach Viét Nam va Phan hoi Ting Huyét Ap Viét Nam vao
nim 2011 12 can thi€t d€ cdc thdy thudc thuc hanh st dung hop 1y thudc chen béta trong diéu
tri Tang Huy&t Ap.

2. Pic diém cac thu thé giao cam va cac thudc chen beta
2.1.  Pdic diém cac thu thé giao cam
Céc thu thé giao cam bao gébm al, 02, B1, P2 va B3, phan phéi khip co thé. Phan 16n thu thé
betal hién dién & tim va than. Sy phan phéi cac thy thé nay trong co quan va hiéu qua sinh

1y khi kich hoat dugc mo ta trong bang 1. Thu thé giao cdm béta 1 va béta 2 c6 trong
nhiéu co quan: tim, mach mau (ddng mach, tinh mach), cd van, gan, tuy tang, t& bao md,
ph€ qudn, than, tii mat, 6ng mat, bang quang, tif cung, da day rudt, tuyén cin gidp,
tuy€n giap. Kich hoat thu thé nay s& 1am gia ting hoat tinh tuong ¥ng cia co quan,TD:
ting tan s6 tim, 1am din mach, ting ti€t insulin....

Bang 1: Phan phdi thu thé giao cam va hiéu qua sinh 1y khi kich hoat

Co quan Thy thé giao cam chinh Kich hoat tac dung sinh ly
Co tim B1>p2 Tang co co va ting tan sb tim
B3 Gidam co co tim
Co tron phé quan B2 Dan mach
Co tron mach mau al Co mach
02 Co mach
B2 Dan mach
B3 Déan mach
B1 Dan mach (mach vanh)
Co tron niéu than al Co co
B2 Gian co
B3 Gian co
Co tron dai truong B2 Thu gian
B3 Thu gian
M6 m& o2 Uc ché ly giai m&
B2 > Bl Kich hoat ly gidi md&




B3 Kich hoat ly giai m& va sinh nhiét
Tiéu cu o2 Két tap tiéu cau
Gan al Ly giai glycogen

B2 Ly giai glycogen va tan tao duong
Tuy tang o2 U'c ché phong thich insulin

B2 Kich hoat phong thich insulin
Tan cung giao cam a2 U’ ché phong thich noradrenaline

B2 Kich hoat phong thich noradrenaline
Co xuong (soi soin B2 ft mét (co khi troi)
chém) Tang run co
Mo méu B2 Triglycerides thap

HDL cao
Thén p1 Tang phong thich renin
Mit B2 Tang nhan ap
TL:

Cruickshank JM, Prichard BNC Beta-blockers in clinical practice 2rd ed. Edinburgh: Churchill
Livingstone; 1994, pp 1-351.

Hoat hoa thu thé beta 1 s& lam ting co co, trén tim con ting tan sb tim (hinh 1); hoat héa thy thé
beta 2 1am ting dan mach, dan phé quan, thu gidn co rudt, ting tiéu hay lipid (lipolysis), giam
triglyceride, ting HDL, tang ap luc nhin cau va tang phong thich nor-adrenaline(hinh 2). Hoat hoa
thu thé beta 3 1am giam co co tim, thu gidn co, dan mach, gidm nhu dong ruot.

Ai luc
cao

N

Thanh
té bio

Két hop hoan toan

Ca++
Troponin
ATP  cAMP

|

Phosphorylation

Contraction
(Cardiac = +ve inotropism)

Hinh 1: Hoat hoa hoan toan (TD: noradrenaline) va thu thé beta 1- tim.
ATP: adenosine triphosphate; CAMP: cyclic aderosine monophosphate.

TL: Cruickshank JM, Prichard BNC Beta-blockers in clinical practice 2rd ed. Edinburgh; Churchill
Livingstone; 1994, pp 1-351



Thénh
té bao

D\ ~*= K&t hop hoan toan

ATP  cAMP

Phosphorylation

Relaxation
(vascular)

Hinh 2: Hoat hoa hoan toan (TD: pirbuterol) va thu thé beta 2 mach mau
TL: Cruickshank JM, Prichard BNC Beta-blockers in clinical practice 2rd ed. Edinburgh: Churchill
Livingstone; 1994, pp 1-351

2.2.  Ddc diém cdac thuoc chen beta
Ba thé& hé clia chen béta:
- Th& hé 1: cdc chen béta khdng tic dong chon loc, e ché cd 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 mach, c6 thé khong chon loc hay chon loc trén thu thé
béta 1.
= Hoat tinh dan mach qua phong thich nitric oxid (NO)
TD: Nebivolol, carvedilol
* Hoat tinh din mach qua tdc dong chen thu thé alpha.
TD: Labetalol, carvedilol.
Céc chen béta chon loc béta 1 ¢6 tic dung chinh trén tim, it 1am co ph&€ quin. Tuy nhién
& liéu cao, tinh chon loc nay sé& bi mat. Ba dudc tinh cin chi ¥ khi sit dung chen béta: tinh chon
loc béta 1 hay khong chon loc; hoat tinh gidng giao cdm ndi tai (n€u cd, s& it 1am tim cham lai);
tinh hoa tan trong m& hay trong nudc (TD: Propranolol tan trong md, dé vao nido giy 4c
mong)(hinh 3,4)



Tim cham
/ ‘ ‘
el — . Giam co co tim
Chon loc B1 et
\ it co that phé
SRS quan

Tac dung chuyén hoa

It tac dung

. . /
ngoai vi hon | ~__ Tyin hoan

Tac dung ha ap va trén tim

tuong tu
Khoéng chon loc ied o
1,2 ac dung ngoai vi va trén
(B1.62) \ phdi manh hon

TL: Opie LH. Drugs for the Heart. WB Saunders 2009, 7" ed.p19
Hinh 3: Dugc tinh cdc chen béta: chon loc trén béta 1 hodc khong chon loc .

Chen béta c6 tinh dan mach
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Chen béta co tinh dan =§
mach | ----- | ‘é —
\ g 2 Téang dan
wn
mach
NO nodi mac ] fq% ] . : :
Carvedilol 80 100
Nebivolol Ca+ Cung lugng tim(%)

ST L Ttlém tac dung chen
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cAMP + Calmodulin
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— Myosin
heads |—= Tuwong tac action-
N myosin

Céc co ché khac Gian co tron

TL: Opie LH. Drugs for the Heart. WB Saunders 2009, 7hed, p-20
Hinh 4: Dudc tinh cdc chen béta : tinh din mach clia mdt s& chen béta qua ting tiét
nitric oxide hodc qua chen alpha 1.



Can chd y d&€n dudng dao thdi cla chen béta, bdi gan hay bdi than. Cdc bénh nhin cao tudi,
chifc ning than thudng gidm hoic bénh nhin c¢6 bénh 1y gan min tinh c6 th€ dnh hudng dén
dao thai chen béta (Hinh 3)

Opie 2004
100% 80 60 40 20 0
OGN Blvo‘prolol:o dao
thai qua ca gan
E— B3I THAN lail_than(SO%
B moi ¢d quan)
0 20 40 60 80 100%
|Propranolol Timolol  Pindolol Acebutolol Atenolol
Carvedilol Bisoprolol (metabolite) Nadolol
etoprolol Nebivolol Sotalol
Iso: betaxolol, labetalol, penbutoiol Carteolol

TL: Opie LH. Drugs for the Heart. WB Saunders 2009, 7" ed, p.21
Hinh 5: Pudng dao thai cdc chen béta : qua gan hodc qua thin.

Cdc chi dinh cta chen béta trong bénh 1y tim mach dugc néu trong bang 2:

Béang 2: Cac bénh tim ¢6 thé diéu tri bing chen béta

< Ting huyét 4p
% Suy tim
*Bénh BMV
o Man
o Cap
+*Bénh van tim
*»*Loan nhip tim
“*Bénh cd tim phi dai
<»*Piéu tri trong ky chu phiu clia phiu thuit ngoii tim
(Perioperative beta-blocker therapy in non-cardiac surgery)

Can chii ¥ d&€n mdt s6 cdnh gidc va chdng chi dinh clia chen béta (bing 3)



Bang 3: Chong chi dinh va cdnh gidc/ chen béta

+ Tuyét doi

e Tim cham (< 50/ph), bloc nhi thit 6 cao, s6c tim, suy tim ning khong diéu tri

e  Suyén ning; co ph&€ quin ning

e Trim cdm ning

e  Bénh mach ngoai vi hodc hdi chitng Raynaud dang ti€n trién: hoai tr da, con dau cdch
hdi ning, dau lic nghi

+ Tuong doi

e DPau thit nguc Prinzmetal, liéu cao clia thudc 1am gidm hoat tinh nit xoang nhi hoic
nidt nhi that

e  Suyén nhe, co ph€ quin

e Hién tugng Raynaud, lanh chi

e  Bénh gan (trdnh dung thudc dao thdi bdi gan: propanolol, carvedilol, timolol,
acebutolol,metoprolol)

Béng 4: Phdn loai theo dudc tinh cdc chen béta thudng dung

Chen béta ISA Tinh tan Dan mach ngoai vi ™ Liéu trung binh
trong md& hiing ngay (udng)

1. B6i khdng giao cdm khong chon loc (B1 + B2)

Carteolol + Thé.p 2.5-20 mg ngay 1-2 1in
Nadolol 0 Thap 40-320mg ngay 1 1an
Penbutolol + Trung binh 20-80 mg ngay 1-21an
Pindolol ++ Cao 10-40 mg ngay 2 1dn
Propranolol 0 Cao + 40-180 mg ngdy 2 lan
Sotalol 0 Thép + 80-320 mg ngay 2 lin
Timolol 0 Cao 5-40 mg ngay 2 lan

I1. B6i khane giao cdm chon loc (B1)

Acebutolol + Trung binh 200-800 mg ngay 1-2 1in
Atenolol 0 Thép + 25-100 mg ngay 1 ln
Betaxolol 0 Trung binh 5-20 mg ngy 1 lank
Bisoprolol 0 Cao 2.5-10 mg ngay 1 lan
Celiprolol + Trung binh + é??'f?o mg nl%ay l1an
o g Thip 50100 mg ngay 1.2 n
Metoprolol 0 Trung binh gngay -
Nevibolol 0 Cao P 2.5-5 mgngay 1 lan
III. B6i khdne giao cdm béta va alpha 1 o
Bucindolol + Trung binh + 551-21;)0501% nedy 2 128?
Carvedilol* 0 Trung binh + 125-50' mg ngay 2 lin
Labetalol + Thip + 200-800 mg ngay 2 lan

ISA:Intrinsic Sympathomimetic Activity (Hoat tinh giéng giao cam noi tai)
TM: Tiém mach



3. Piéu tri bénh Ting Huyét Ap
Muc tiéu chung clia diéu tri THA 1a gidm

140/90mmHg. Ri€éng v61 bénh nhan c6 kem
l1a dudi 130/80mmHg (23) (24).

Qui trinh diéu tri THA nhim dat muc tiéu
hinh 8, hinh 9, hinh 10, bang 5 va bang 6.

tdt bénh tim mach, thin va giam t& vong.
Nhim dat muc tiéu nay, theo JNC VII cin thay ddi 18i song va dat tri s6 HA <
PTP hoic bénh thin man, mic HA cin dat

néu trén dudc tém tit trong hinh 6, hinh 7,

Thay ddi 18i song

v

Khoéng dat muc ti€u
(< 140/90 hoac 130/80 v6i BTD, bénh thin man)

\ 4

Lua chon thudc dau tién

v

v

THA khong chi dinh bit budc

v

THA c¢6 chi dinh bit budc

v

v v

THA gdl: Lgi ti€u / hau THA gd2: ph

ding UCMC, chen thu (thuong 1a 1
th€ AGII, chen béta, tc thudc khic)
ché€ calci hodc phdi hdp)

hét trudng hgp (c6 thé trong hau hét trudng hdp

01 hop 2 thudce

gi ti€u véi 1 Céc thudc cho chi dinh
bit budc

A

y

Khoéng dat muyc tiéu HA

A

y

Ting liu hodc thém thudc/ muc tiéu. Tham khdo chuyén vién THA

Hinh 6: Quy trinh diéu tri THA theo JNC VII

(2003)




. Tudi > 55 hoic chung toc
Tub1 < 55 da den hay nguoi
carribea/moi tudi

( A: UCMC 19102_“1(:
5 v chen thu the AG 11

Budce 1 C: tc ché calcj
A C D: Loi tiéu giong
thiazide

s 1 R oA

Budc 2
A+C

: f ' E
Budc 4 Tang huyét ap khang tri

A + C + D + loi tiéu khéac hodc chen
alpha hay chen béta

Hoi chan chuyén gia

e et

Hinh 7: Qui trinh k&t hop thudc diéu tri THA theo khuyén cdo ctia Hoi THA Vuong Qudc Anh
(NICE 2011) (TL 68)

*NICE Clinical Guidelines. Hypertension.Management in adults in primary care:
pharmacological update. 2011 Available at: www.nice.org.uk



Bang 5: Thay ddi 16i song / THA

Thay d6i Khuyé&n cdo Midc giam HA tth (uéc lugng)
Gidm cén BMI 18.5 -24.9 5-20 mmHg/ 10kg giam

Ch€ do an  DASH

Gidm muc natri
Van dong thé luc

Udng rudu vira phai

Nhiéu trdi cy, rau, sin phdm sita it md  8-14 mmHg
bio hoa, it m3

2,4 g natri hodc 6g NaCl 2-8mmHg
Tham gia vao cdc hoat dong thé lyc nhw 4-9mmHg
di bo (it nha't 30 phit mdi ngdy, moi ngay

trong tuan)

80ml rugu manh; 600ml bia; 250ml rugu  2-4 mmHg
vang

Bang 6: Cac chi dinh bit budc / THA

Thudc nén ding

Nguy cocao Lgi uCMC Chen UC D&i khdng Cac nghién citu chinh
canchidinh tiéu thu thé calci  aldosterone
bdt budc AGII
Suy tim * * * * ACC/AHA Heart Failure
Guidelines MERIT - HF
COPERNICUS CIBIS
SOLVD AIPE TRACE
VaHEFT RALES
Sau NMCT * * ACC/AHA Post-MI
Guideline BHAT
SAVE Capricorn EPHESUS
Nguy cd * * * ALLHAT HOPE
BDPMV cao ANBP2 LIFE, EUROPA
CONVINCE
bTb * * * * NKF-ADA Guideline
UKPDS ALLHAT
Bénh thin man * * NKF Guideline
Captopril Trial
RENAAL IDNT
REIN AASK
Phong tai dotqui  * * PROGRESS

Cic khuyén cdo vé diéu tri Ting Huyé&t Ap ctia Hoi Tim Mach Chau Au, Hoi Ting Huyét Ap
Chau Au, Hoi Tang Huyét Ap Canada déu nhan manh dén diéu tri toan dién bénh nhin THA:
gidm t6i da va lau dai toan bd nguy co bénh tim mach (25).

Chién lugc diéu tri phdi hop so v6i mot thude
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Lya chon gitra THA nang. Nguy co tim

THAI; ?1111?/ /I\iguy CS ﬁhn/lM mach cao/ rit cao. Muc tiéu
mach thap/ trung binh/ Muc huyét ép thi
tidu huyét 4p theo qui dinh \ L wyetapthap

Mot thuoce licu thap Néu khong dat muc tiéu Phoi hgp 2 thuoc lieu thap

/\ /\

Thubc trén, liéu Chuyén qua Phoi hop 2 thude Thém thude thi 3,
day du thudc khac, trén, liéu day du liéu thap
lidu thap

Néu khong dat muc ti€u

A 4

Phdi hop 2 hodic 3 Mot thude Phoi hop 2 hodc 3 thube,
thuoc, licu day du liéu day du liéu day du

A

Hinh 8: Qui trinh diéu tri THA ngudi 16n theo hdi tim mach Chau Au 2007.

Loi tiéu Thiazide

Chen béta Chen thy thé angiotensin

o

Chen alpha

Uc ché calci

UCMC

Puong dam : vu tién phdi hop
TL: Mancia G et al. European Heart Journal June 11, 2007

Hinh 9: So d6 kiéu phdi hop thude theo hdi Tim Mach Chau Au 2007.
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Muc tiéu I}uyét ap < 140/90 mmHg
Kho1 dau diéu tri va st dung mgt thuoc

Thay dbi 16i song

A 4

A 4

A 4

A 4

A 4

Thiazide

UcMC

Chen thu thé
AG I

Ut ché calci
tac dung kéo
dAi

Chen beta*

C6 thé khoi dau 2 thude, néu HAtth > 20 mmHg hodc HAttr > 10 mmHg so v6i muc tiéu

*Chen beta khong 1a thudc dau tién & nguoi > 60 tudi

UCMC, chen thu thé AG I, trc ché truc tiép rennin: chdng chi dinh ¢ phu nit ¢6 thai.
Can than khi dung cho phu nit dang tu6i sinh dé

TL : 2011 Canadian Hypertension Education Program (CHEP)

Hinh 10: Qui trinh diéu tri THA nguoi 16n chua c6 chi dinh bat budc theo hoi Tim Mach

Canada.

Mue tién < 140 mmHo

Thay dbi 16i séng

Loi tiéu
thiazide

Quan tam dén
- Sy tuan thﬁ'
- THA thu cap

song

- Céc thude khéac hogc 16i

- Hibu ung 4o choang tring

Chen thu thé AG 11

Uc ché calci nhom

dihydropyridine tac dung dai

Diéu tri 2 thube

Piéu tri 3 thube

Néu huyét 4p van chua
kiém soat duoc, phdi hop
v6i thude ha ap nhoém khac
(TD: UCMC, chgn alpha,
thudc tac dong trung tam
hoic trc ché calci khong
dihydropyridine)

Hinh 11: Qui trinh diéu tri THA tdm thu don thuan khong chi dinh bét budc (theo CHEP 2011)
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4. Vi tri ciia thudc chen béta trong diéu tri bénh Ting Huyé&t Ap

Khong cé nhiéu nghién cttu 16n vé cdc chen béta mdi nhu bisoprolol, nebivolol... trong diéu tri
THA; phan 16n tip trung vao atenolol (bdng 8). nhi€u chitng cit cho thdy dugc tinh ciia atenolol
khong phdi 1a t6t nhat trong diéu tri THA (26,27)

Mot phan tich gop vé hiéu qua bdo vé tim mach clia chen béta ngoai atenolol, cho thdy nguy co
nhdi mau co tim gidm 13% & bénh nhan diu tri bing chen béta khong phai atenolol (26). Cic
chen béta cii nhu propranolol, atenolol ¢6 tac dung khong mong mudn vé chuyén hod lién quan
dé&n dudng va lipid. C4c chen béta mdi c6 tinh chon loc cao vé béta 1(TD: bisoprolol) hodc c6
tinh dan mach (TD: nebivolol) khdng c6 tdc dung khong mong mudn nay (10) (28) (29)

Mot nghién citu gop 16n dua trén 147 nghién citu phan phdi ngiu nhién (bao gdm nhiéu nghién
citu st dung atenolol) cho tha'y chen béta c6 hiéu qua gidm huy&t 4p, phong ngira bénh tim
mach va dot quy tuong dudng v6i 4 nhém thudc ha dp khic (1di ti€u, tc ch€ men chuyén, chen
thu thé AG 11 va tc ch€ calci) (30)

Hiéu qué ctia chen béta hién rd hon khi phin tich theo tudi. Phan tich gdp duva trén 21 nghién
cttu phan phdi ngiu nhién c6 kiém sodt (sé bénh nhan: 145.811) cho thdy sit dung chen béta 1a
thudc dau tién trong THA gidm bi&n c¢6 tim mach 16n c6 ¥ nghia (gidm 14%) & ngudi tré va
trung nién(31). Hiéu qud nay khong con & ngudi cao tudi.

Mot van dé can quan tAm 13 chuyén ho4 clia chen béta. Mot vai chen béta (TD: metoprolol,
propratonol) c6 dugc dong hoc thay d6i titng ngudi do chuyén hoa phan 16n (70-80%) qua men
cytochrome P450 2D6 (32). Ki€u hinh di truyén ctia cytochrome P450 2D6 khac biét giita cd
nhin va khdc biét giita chling toc (33). Do d6 ciing mdt thudc, cling mot liéu lugng ddp tng
thudc c6 thé khdc nhau. Nhv vay mot chen béta Iy tudng khong nén chuyén hod qua
cytochrome P450 2D6 (34).
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Bang 7: cic nghién ciru so sanh hiéu qua chen beta trong THA tir ndm 1982 dén 2007 (TL 35).

Nghién ctru Sé bénh Chen beta Thude so sanh Theo doi Tiéu chi chinh
) nhan(n) (nam)
Tiéu chi huyét ap
Berglund®® 106 Propranolol Bendroflumethiazide 10 Giam huyét ap twong tu giffa céc nhom
BISOMET™® 87 Bisoprolol Metoprolol 0.1 Bisoprolol giam huyét ap khi géng sirc nhidu
hon metoprolol (p<0,01)
Hoffler* 1597 Bisoprolol Open control 0.2 Giam trung binh HATTh/HATTr 26/16 mmHg
Neutel*' 659  Bisoprolol Atenolol 0.2 HATTr 24 gi¢ giam mach hon 33% voi
bisoprolol (8.7 vs 11.6 mmHg p < 0,01)
Davidov*? 276 Bisoprolol Placebo 0.3 HATTh 24 gid giam trung binh 8.6, 8.6 va 10.9

(bisoprolol 5,10 hodc 20 mg) so v6i 3.3 mmHg
(placebo, p <0,01) va HATTr 6.3, 8.8 hoac 10.1 so
véi 1.6 mmHg (p < 0.01)

GENRES™® 208 Bisoprolol Amlodipine 0.1
Hydrochlorothiazide
Losartan
Grassi** 205 Nebivolol Atenolol 0.3 Giam trung binh HA 18.2/14.6 (nebivolol) so voi
19.1/14.8 (atenolol) [p < 0.01) so véi placebo]
INT-CAR-07% 99 Carvedilol Atenolol 0.2 Mic dap ing (HATTr < 90 mmHg) 84 so véi
91% doi vdi carvedilol so véi atenolol
Mazza*® 168 Nebivolol Amlodipine 03 HATTh thép hon ¢ tu thé ngdi (p < 0.05) va tu
the dang (p <0.01) 6 nhém amlodipine
NEBIS* 273 Nebivolol Bisoprolol 0.4 Giam HATTr trung binh: 15.7 so v6i 16.0 &
nhoém bisoprolol. Pat mirc HATTr < 90
mmHg: 92 so vdi 89.6%
Ruilope*? 325  Carvedilol Atenolol 0.2 Dap g 75 so véi 82% & nhom atenolol
Wiess*® 909 Nebivolol Placebo 0.3 Nebivolol giam HATTh/HATTr ngoi luc day:

8-11.2/4.4-9.5 so v6i 2.9/2.2 (p < 0,002)

Tiéu chi tim mach

IPPPSH® 6357  Oxprenolol Placebo 4.0 Giam NMCT 17% nhém oxprenolol
MRCS' 17,354 Propranolol Bendroflumethiazide 55 Bendroflumethiazide gidm c6 y nghia dot
Placebo quy so voi propranolol (p = 0.002).

Khong khéc biét vé bién ¢ DMV va tir
vong moi nguyén nhan

HEPS? 884 Atenolol Open control 44 Atenolol giam tan sut dot quy 58% (p < 0.03)
va dot quy tur vong 30% so v&i nhoém ching (p
<0.025)

HAPPHY"? 6569  Atenolol Hydrochlorothiazide 3.8 Tan sudt dot quy tir vong thép hon ¢ ¢ nhom

Metoprolol/propranolol Bendroflumethiazide chen beta so véi loi tiéu; twong tur ve tir vong
& chung va bénh PMV
STOP 1627 /:Ate?mm' | Placebo 2.1 Piu trj tich cyc giam c6 y nghia dot quy tr
Pigd%%? 0 vong va khong tir vong, NMCT va tir vong tim
mach khac (p = 0.003); giam tat bénh va tir
MRC-0ld®® 2138 Atenolol Diuretic 5.8 vong dot quy (p = 0.008) L
3315 Atenolol Placebo Gidm c6 y nghia dot quy (p= 0,04), bien c6

DMV (p=0,0009) va bién c6 tim mach chung
(p = 0. 0005) vdi loi ti€u, nhung khong voi

v e atenolol
Yurenev 304 Propranolol Diuretic 4.0 Gidm c6 y nghia manh tir vong tim mach v6i
DUCTH TIAY 1473 Atenol Lot tiéu (p < 0,035)
enolol Placebo 2.6 Atenolol khong giam NMCT tir vong hay
khong tir vong va tai dot qu
UKPDS®® 758 Atenolol Captopril 9.0 8 & ; Y

Gidm tuong dong bién cd mach mau 16n.

4.1. Cac nghién cuu chirng minh hiéu qua cua chen beta nhu la thuée lua chon dau tién
trén tang huyét dp nguwoi trung nién va nguor tre.
C6 4 nghién ctru phan phi ngau nhién, co kiém soét, so sanh giita chen beta véi loi tiéu hodc e
ché men chuyén lién quan dén van de nay. Nghién ctru MRC (Medical Research Council) so sanh
gita chen beta propranolol v&i loi tiéu trong diéu tri THA nhe (36). Nghién ciru IPPPSH (The
International Prospective Primary Prevention Study in Hypertension). So sanh giita oxprenolol véi
loi tiéu (37). Nghién ctru MAPHY (38) Metoprolol in Patients with Hypertension) so sanh giita
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metoprolol véi loi tiéu va nghién ciru UKPDS 38, UKPDS 39 so sanh giira atenolol voi captopril
trong diéu tri THA nhe (39,40). Nghién ctru MRC cho thiy hiéu qua cta propranolol tuong dwong
loi tiéu (bendrofluozide) trén bién cb dot quy va thap hon trén bién cd dong mach vanh & nhom
bénh nhan khong hut thude 14. Tuy nhién, kém hon loi tiéu ca hai bién ¢ nay trén nhom bénh nhan
hut thude 14.(hinh 12)

bot quy Bién c6 mach vanh

Men

0.9 °
Smokers 11 @ R
1 ! »0, /ac%
Nonsmokers 8 %y o Smokers

)
’70/0/ Nonsmokers

Incidence/1000 person-years
TL: Theo Medical Reseach Council Working Party MRC trial of treatment of Mild hypertension
principle results. Br Med J 1985; 291:97-104
Hinh 12: Hiéu qua chen beta kém hon loi tiéu & b/n hat thube 14

Ca 3 nghién ctru MRC, IPPPSH va MAPHY déu cho thdy hiéu qua giam nhdi méau co tim ctia chen
beta trén ngudi tré va trung nién THA khong hat thude 14 (41)
Thudc 14 s& 1am ting gép 2 hodc gap 3 luong adrenaline trong vong 30 phut. Adrenaline hoat hoa
cac thu thé beta 1, beta 2 va alpha 1. Do d6 khi nhitng bénh nhan THA, c6 hut thudc 14, st dung
chen beta khong chon loc nhu oxprenolol, propranolol, hodc chon Igc beta 1 vira phai nhu
metoprolol, atenolol s& bi hi¢u qua nguoc 14 ting co do alpha 1, dan dén ting huyét ap (41). Trong
khi d6 chen beta 1 chon loc rat manh nhu bisoprolol s& khong bi hiéu ing nguoc nhu trén (hinh
13).

- 39.2

35-

30+

Thay d6i o

hUYét ép zoj 18.1
trung binh
mmHg i

J Pk | i
** "~ n=11 Bisop2.5- Metop 25— A —
Khéng chen beta 10mg,n=3 200mg,n =13 Chen beta khong chon loc, n =4

TL: Tarnow J et al. Anesthesiolqu 1991; 74: 1035-1043 )
Hinh 13: Hiéu tng ngugc dan dén THA & bénh nhan nghién thudc 14 sir dung chen beta khong chon
loc
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Nghién ciru UKPDS sau 20 nam (42) chimg minh chen beta atenolol giam tir vong thém 23% so
véi trc ché men chuyén captopril.

Nhu vay, chen beta 1 chon lgc ¢6 vai tro quan trong trong diéu tri THA nhu 14 thudc dau tién dbi
vOi nguoi tré hodc trung nién.

' 4.2. Chen beta c¢é nén la thuéc lwa chon dau tién trong diéu tri tang huyét dp nguoi cao
1uoi?
Trén nguoi cao tudi, dong mach cing hon, kém dan hdi do dé ap luc mach (dd rong huyét ap cuc
dai cyc tiéu) gia ting. Pay l1a mot yéu td tién doan bién cb. Tuy nhién, tir nghién ciru CAFE,
Williams va /s lai cho thdy huyét ap trung tim dong mach chu quan trong nhét trong tién doén
bién ¢ tim mach & ngudi cao tudi (43). Cac thude ha ap c6 tinh dén mach s& giam 4p lyc trung tim
bMC.

Cac nghién ciru MRC Elderly (Medical Reseasrd council in Elderly) (45). HEP (Hypertension in
primary care) (46), LIFE (Losartan Intervention for Endpoint) (47) va ASCOT (48) (Anglo
Scandinavian cardiac output Trial) cho thay hiéu qua kém ciia chen beta atenolol trén nguoi cao
tudi (bang 8)

Bang 8: Chen beta (atenolol) nhu thude dau tién cho hiéu qua kém & ngudi cao tudi ting huyét ap
tam thu

Nghién ciru Chen beta Tudi (nam) Huyé't‘ép Ap luc mach (mmHg) Két qua
trung vi khai dau (mmHgQ)
MRC Elderly Atenolol (vs. placebo vs. diuretic) 70 185/91 94 Chi 10’1 tlél,l khac placebo trong ph(‘)ng
ngura dot quy, loi t’iéu t6t hon atenolol
trong giam bién co PMV

Atenolol giam c6 y nghia d6t quy

HEP Atenolol (vs. nontreatment) 69 196/99 97 nhung khong giam bién b DMV

LIFE Atenolol (vs. losartan) 67 174/98 76 L»osartan .m')l hon ateAn olol trf)ng glam
t&r vong tim mach, dot quy tur vong
hay khong tir vong

ASCOT Atenolol + Diuretic (vs. 63 164/94 70 Amlodipine + perindopril hon atenolol

+ loi tiéu trong giam tir vong moi
nguyén nhan va tiéu chi d6t quy, bénh
$2).%0%

amlodipine * perindopril)

ASCOT, Anglo-Scandinavian Cardic Output Trial; BP, blood pressure; HEP, Hypertension in Primary Care; LIFE, Losaratan Intervention for Endpoint
Reduction; MRC, Medical Research Council.
From Cruickshank JM. Are we misunderstanding beta-blockers? Int J Cardiol 2007;120:10-27.

TL: Cruickshank JM. Int J Cardiol 2007; 120: 10-27
4.3. Chen beta la thuéc thir hai sau loi tiéu hodc ke ché calci trong diéu tri tang huyét ap

Phoi hop chen beta vai loi tiéu lidu thap thuong duoc sir dung trong diéu tri THA. Nghién
ctru cho thay khi sir dung chen beta sau loi tiéu trong phdi hop ting budc diéu tri, s& giam
bién c6 DMV va dot quy c6 ¥ nghia; hon 1a sir dung chen beta trudc loi tiéu. Nghién ctru
MRC trén ngudi cao tudi (45) cho thiy sir dung chen beta atenolol sau loi tiéu trén bénh
nhan THA giam c6 y nghia bién ¢c6 DMV va dot quy so véi placebo. Nghién ctru SHEP
cling cho két qua tuong tu (bang 9)
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Bang 9: Giam tan suit bénh dong mach vanh va dot quy (so véi placebo) bang phdi hop loi tiéu va
atenolol, khi atenolol 1a thude dau ti€n hay thuoc thir nhi, trén bénh nhan cao tuoi tang huyet ap.

Céc nghién ctru c6 kiém soat Giam bién cb Giam bién ¢
so sanh atenolol v6i placebo, PMV so véi dot quy so voi

stt dung nhu thuéc dau tién hay 0 0
thube thir hai placebo (%) placebo (%)

Thuéq déu tién atenolol MRC 0 (NS) 17 (NS)
(lgi tiéu: thude thir 2) Elderly
Atenolol thudc thir 2 MRC 44 (sig) 31 (sig)
(loi ti€u: thuoc dau tién) Elderly
Atenolol thude thtr 2 SHEP 27 (sig) 36 (sig)

(loi tiéu: thudc ddu tién)

MRC, Medical Research Council; NS, not significant; SHEP, Systolic Hypertension in the
Elderly Program; sig, significant.

From Cruickshank JM. Are we misunderstanding beta-blockers? Int J Cardiol
2007;120:10-27.

TL: Cuickshank JM. Int J Cardiol 2007; 120: 10-27

Nghién ctru ciia Boger- Megiddo I va c/s cho thay phéi hop loi tiéu vai chen beta hiéu qua hon phdi
hop loi tiéu v6i tc ché calci trong phong ngira nhdi mau co tim (50). Nghién ctru INSIGHT
(International Nifedipine GITS study: Intervention as a Goal in Hypertension Treatment) so sanh
gita nifedipine phong thich cham két hop atenolol nhu thudc thir 2, véi lgi ticu
hydrochlorothiazide-amiloride két hop atenolol (thudc thir 2) (51). Két qua cho thay khong khac
biét vé tiéu chi chinh, tuy nhién NMCT tir vong va suy tim khong tir vong gia ting & nhém co
ché calci.

_ 4.4. Vi tri cua chen beta trong diéu tri tang huyét ap c6 bénh ngi khoa két hop.
Nhi€u nghién ctru da chirng minh vi tri quan trong cua chen beta trong cac truong hop sau:

- Bénh nhan ting huyét ap c6 kém suy tim.

- Bénh nhan ting huyét 4p c6 kém bénh dong mach vanh

- Bénh nhan ting huyét 4p kém ting hoat h¢ giao cam

- Bénh nhan ting huyét ap kém dai thao dudng

- Bénh nhan ting huyét 4p kém rung nhi

- Tang huyét ap trong thai ky.
bay la cac chi dinh bat budc, can st dung chen beta.

Bon chen beta duoc s dung trong diéu tri suy tim man: metoprolol succinate, bisoprolol,
carvedilol va nebivolol. Khuyén céo cia Hoi tim mach Chau Au nam 2009 vé THA con khuyén
tiép tuc st dung chen beta khi suy tim cap, ngoai trur truong hop sdc tim hodc ha huyét ap.

Nghién ciru INVEST (52) bao gdm 22576 bénh nhan cao tudéi THA (trung vi 66 tudi), thira can
(trung vi BMI 29,1 kg/mz) c6 kém bénh dong mach vanh. Két qua theo doi diéu tri sau 2,6 nam cho
thiy khong khac biét vé tat bénh va tr vong gitta nhoém atenolol/1oi tiéu so voi verapamil/tic ché
men chuyén.

Nghién ciru UKPDS 39 cho thidy nhom diéu tri c¢6 atenolol c6 tang HbAlc; nhung sau 9 nam tu
vong tim mach li€n quan dén BDTD cua nhom nay lai thap hon nhom c6 captopril (40). Nghién ctu

17



SHEP ciing cho két qua tuong ty, nhom c6 lgi tiéu + atenolol giam c6 ¥ nghia 31% tir vong tim
mach so vdi nhém placebo (49).

Rubin va ¢/s (53) da chimg minh chen beta dung nap tot cho me va thai nhi trén phu nit ¢6 thai ting
huyét 4p. Can ning thai khong giam, hoi chimg suy sup ho hap & tré méi sanh ciing thdp ¢ nhom
atenolol. Nghién ctru so sanh giira chen beta va methyldopa trén thai phu c6 THA cho thdy chen
beta giam huyet ap tot hon, chi sb Apgar tuong duong ha duong huyét thai nhi it hon methyldopa
(54). Cac khuyén céo diéu tri ting huyét 4p ctia INC 7 va ESC 2007, 2009 déu nhan manh vj tri cua
chen beta trong diéu tri THA trén phu nir c6 thai.

Truong hop c6 bénh phdi man tic nghén (COPD) di kém, khi can st dung chen beta trén bénh nhan
THA hodc bénh DMV’hoéc suy tim, phai lya chen beta chon loc cao nhu bisoprolol hodc nebivolol,
dong thoi dung liéu thap

5. Két luan:

Tém lai, cdc tdc gia cla dong thuan nay nhan dinh Ia chen béta c¢6 thé 1 thudc dau tién trong
diéu tri ting huy€t 4p khong bi€n chitng & bénh nhan THA dudi 60 tudi(Loai I, MCC:B). Pong
thudn nay dua trén khuyén cdo hoi tim mach va hoi ting huy&t 4p Chau Au 2007, 2009 (9)
(10); dyva trén khuyén cdo ctia Hoi Tang Huyét Ap Canada 2011 va ctia ACCF/AHA nam 2011
(11, 12). Trudng hgp bénh nhan THA c6 bénh kém theo nhu suy tim, bénh dong mach vanh,
rung nhi, ting hoat giao cdm, bénh ddng mach chi hoic THA c6 kém déi thio dudng, THA
trén phu nif c6 thai; chen béta c6 thé 1a thudc st dung diu tién. Céc tic gia cling dong thuin,
trudng hop bénh nhan THA tim thu don thuin (THA ngudi cao tudi), néu 1¢i tiéu 1a thudc dau
tién, chen béta hoic cac thude tac dong trén hé renin- angiotensin- aldostore (TD: UCMC) nén 1a
thudc k&t hgp nhim dat muc tiéu diéu tri.
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