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1. Tai sao can quan tam Beta-blocker va déng van Beta-2 & BN déng

mac tim mach va hen hodc COPD

2. S dung Beta-blocker cho BN déng mac tim mach va hen hoac
COPD

3. S&r dung ddng van Beta-2 cho BN déng mac tim mach va hen hoac
COPD
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Tai sao can quan tam beta-blocker va déng van beta-2

& BN déng mac tim mach va hen hodc COPD
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HEN & BENH BONG MAC

Health condition OR (95% CI)* OR (95% CI)t OR (95% Cl)#
Diabetes mellitus 180 (1480 2.18) 1.58(1.2010 1.94) 13110610163
| Hypertension 1.76 (1.56 to 1.98) 1.63 (1.42 to 1.86) 1.47 (1.28 to 1.69)
| Coronary heart disease 2.46 (2.06 to 2.94) 2.34(1.931t02.83) 2.14(1.76 to 2.60)
| Chronic heart failure 3.22 (254 10 4.09) 2.84(2.22 10 3.64) 2.74(2.13 10 3.52)
. Stroke 248 (1.82 t0 3.39) 2.16(1.57 10 2.97) 2.12(1.5410 2.91)
_ Cancer (any) 1.50 (1.22 to 1.84) 1.28(1.04 10 1.58) 1.21(0.98 to 1.50)
 Osteoarthritis 1.85 (1.63 to 2.10) 1.63 (1.42 to 1.87) 1.55(1.35 to 1.79)

Depression 2.27(1.93 to 2.68) 2.18(1.85 t0 2.58) 2.06(1.74 10 2.45)

Odds ratio (OR) and 95% confidence interval (Cl) obtained from multivariable logistic regression analyses: *Crude OR. tOR adjusted for age group and gender.
$0R adjusted for age group, gender, body mass index categories, educational attainment, and smoking status.

Prim Care Respir J. 2014 Mar; 23(1): 22-29



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6442275/




COPD and incident cardiovascular disease hospitalizations and
mortality: Kaiser Permanente Medical Care Program

MIEN DICH LAM SANG

RR (95% CI)
4—@ >
Hospitalizations

Congestive heart failure » 5.55:4.71 -5.73
Atrial fibrillation — 2.42;213-2.76
Stroke —— 1.51; 1,37 - 1.66
Any study endpoint® 4 2.53;2.42 - 2.66
Cardiovascular mortality —— 2.36; 2.20 - 2.54
[ | | | | I | | | | 1
0.5 1 1.5 2.0 2.5 3.0 3.5 = 4.5 5.0 5.5 6.0
Without COPD With COPD

Poan hé hdi ciru ghép cap, n = 45.966
B3c California
Theo doi 4 nam

Sidney S et al (2005). Chest. 2005;128(4):2068-75.
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A case of fatal asthma induced by timolol eye-drop

M Taniguchi, H Kino, M Mari... - The Japanese journal of ..., 1990 - jstage.jst.go.jp
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Respiratory Effects of Timolol

F. T. Fraunfelder, Alan F. Barker 6 5
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Research output: Contribution to journal > Letter > peer-review




] Fenoterol market 4.5

SR 40 = " share —~ 4.0
—=8 Asthma mortality

H Society thma, Allergy and ( ) munology
Hoi nghi thwong nién 2023

~ 3.9

T
w
o

2.5

N
o
ortality per 100 000

— 1.5

% Market share
i
-
(-

e w s e gt s g ann ers: = 2
: e X
fi e e o ¥ A gy . ]

55 2 : Sl vy

%j - ‘.l

ol

;. ]

fa

ch

0.0
19747576 77787980818283848586878889909192
Pearce et al. Lancet. 1995;345:41-4 Year

o
o
M



a% Thwc trang s dung beta-blocker @ BN
@fm dong mac tim mach & Hen/COPD

- NMCT & COPD déng mac: < 40% dung beta blocker

(BMJ 2013; 347:16650)

- Suy tim & COPD ddng mac: COPD la Iy do khéng dung beta blocker

(Clin Res Cardiol 2014;103: 733 -741)

- Tai thoi diém xuat vién: BN COPD it dwoc ké cac thudc suy tim theo

khuyén cao, gom beta-blocker
(Chest 2015:147:637 —645)

- Trong 35.502 CVD va Hen: 14,1% va 1,2% co dung beta-blocker chor-

—

e

loc & khdng chon Igc tim emc Med. 2017; 15: 18.) s =~



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5270217/

St dung Beta blocker cho BN
dong mac tim mach & Hen/COPD
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[ S i Agonist Partial agonist Antagonist

T - Morphine Buprenorphine

i . L : e orph Naxolone
b Agonist-induced activation Dlammme Pentazwne
T T
< Inverse agonist suppresses constitutive activity \l‘-;”: :" '

S 11| || -

o Neutral antagonist maintains constitutive activity 4 »
----but prevents (endogenous) ligand binding Shrmlaw‘ ‘.

Stimulation

_>= = s blocking o
T

The vital role of constitutive GPCR activity in the mesolimbic dopamine system. Translational Psychiatry (natur CoR——



https://www.nature.com/articles/tp2013130
https://www.nature.com/articles/tp2013130/figures/1
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PHAN LOAI BETA-BLOCKER

Cardioselective B, -
blockers (relative
selectivity of 3,

versus [3,;)

Monselective B-
blockers (relative
selectivity of 3,

versus [3,)

Partial
agonist/IISA

Acebutolol (2.47)
Practolol (=14_.1%)

Labetalol (2.5%)
Alprenolol (16.2%)

Inverse
agonist

Metoprolol (2.3%, 6.0
Atenolol (4.7%, 5.7
Bisoprolol (13.5%, 19.61)
Nebivolol (40.6T)

Carvedilol (4.5%)
Propranolol (8.3%)
Sotalol (12.0%)
Nadolol (23.4%)
Timolol (25.7%)
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Beta-blocker Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI__ Year IV. Random, 95% CI
Nicolaescu 1972 -863 4 96 10 0.07 864 10 5.3% -8.70[-14.87,-253) 1972 ———
Nicolaescu 1973 -413 566 10 -1.87 6.22 10 6.7% -2.26[-7.47,2.95) 1973 i
Thiringer 1976 -7.51 4 .39 24 -288 4 39 8 106% -463[-8.14,-1.12] 1976 -
Boye 1977 -14 .39 11.4 10 -0.73 1163 10 24% -1366[-23.75,-3.57) 1977 —
Benson 1978 -5.54 11.4 24 1.92 1.4 12 3.6% -7.46 [-15.36,0.44]) 1978 .
Ellis 1981 -1297 1143 30 -283 11.43 10 3.4% -1014[-18.32,-1.96] 1981 ——
Suzuki 1981 -1066 11.95 24 -635 1195 24 46% -4.31 [-11.07,2.45) 1981
Lofdhal 1981 -8.04 7.03 16 2.31 7.2 8 55% -103516.41,-4.29]) 1981 e
Nair 1981 -17.61 1483 10 -282 1483 10 1.5% -1479-27.79,-1.79] 1981 e —
Larsson 1982 -9.5 7.01 14 -39 504 13 8.0% -560[-10.18,-1.02) 1982 =
Lawrence 1982 -9.22 9.06 28 3.63 9.06 14 58% -1285[-1866,-7.04] 1982 s
Jackson 1983 -16.18 11 .61 11 -6.18 16.35 11 1.8% -1000[-21.85,1.85] 1983 S———
Ellis 1984 -8.47 1287 16 24 1287 8 21% -1087[-21.79,005) 1984 ————
Lammers 1985 -21.87 2279 16 -2.75 2279 8 0.7% -1912[-38.46,0.22] 1985
Chatterjee 1986 -575 1302 36 1.15 1302 12 3.2% -690[-1541,1.61]) 1986 ————
Falliers 1986 -58 1092 18 1.8 1092 18 4.3% -760[-14.73,-0.47) 1986 e
Doshan 1986 A 3.03 171 45 3.7 11.23 15 3.9% -0.67 [-8.24,6.90] 1986 e
Doshan 1986 B 3.4 1227 102 548 1037 34 8.8% -208[-6.30,2.14) 1986 ——
Repsher 1986 -7.28 1069 31 303 10869 18 53% -1031[-1652,-410]) 1986 ——
Chodosh 1988 -1001 1218 32 -159 1218 16 41% -8 42 [-15.73,-1.11]) 1988 ——
Fogan 1990 -4 3 8.27 20 0 8.27 10 5.2% -4 301058, 1.98] 1990 r——
Tantucci 1990 -13.55 1552 24 -112 1552 12 21% -1243[-23.18,-1.68] 1990 B—
Dal Negro 2002 -2.3 18862 12 -233 1592 12 1.3% 0.03[-13.83,13.89]) 2002 S
Total (95% CI) 563 303 100.0% -6.88 [-8.53, -5.23] ‘

H - - - g— o = e L 4 4 L
Heterogeneity. Tau®= 3 46, Chi*= 2850,dr=22(P =0.16), F= 23% a0 -25 0 25 50

Testfor overall effect. Z=8.16 (P < 0.00001)

Favours control Favours treatment

Morales et al, Chest 2014; 145(4):779—-786
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PLACEBO

Stal 2105 dose=94mg;
n= A e

IV Nn=10, dose=3mg

ACEBUTOLOL

Oral Nn=22, dose=300mg

METOPROLOL

Oral n=112, dose=144

’/‘Celiprolol

Placebo

BISOPROLOL

Oral n=12, dose=15mg

CELIPROLOL

Oral Nn=71, dose=328mg

isoprolol s g 200mg
n= e=

etoprolol IV n=14, dose=10mg

R Pé 0 00

Mean per cent change in FEV1

L] L] )
Baseline Post-beta-blocker Post-beta2-agonist

Morales et al, Chest 2014; 145(4):779-786
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. Specialist initiation and monitoring of beta blockers in patients with
chronic heart failure and concomitant obstructive airways disease

Variable Initiation (pre-nebivolol mean [95% C1|) ~ Final visit (maximum dosage mean {994 CI[) ~ p-value
FEVI (litres)

Total cohort (n=36) 164[145-183] 161 [140-181] p=062
Asthma (n=13) 202[171-234] 199]1.64-234 p=079
(0PD {n=23) [ 44(1.24-165 142[118-169] p=0686
Mild reversibility (n=24) 166{141-191 167(140-19 p=087
Moderate reversibility (n=4) 159]1.26-191 1371096-179 p=0033
Moderate GOLD classification (n=10) 157(137-178 153{1.26-180 p=0662
Severe GOLD classification {n=5) 0.89]069-1.09] (.88 [0.66-1.11 p=0941
PEFR (<2 episodes > 15% diurnal variation/week, n=14) 179 [146-211] 186(149-222 p=0505
PEFR (>2 episodes > 15% diurnal variation/week, n=18)  153{124-182] 140{113-167] /

Critchley, Int J Cardiol 2013

p=0011

A
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35.502 pts
with active
asthma
and CVD,
of which
14.1%
and 1.2%
were
selective
and non-
selective
beta-
blockers

Morales, DR, BMC Med. 2017, 15, 18

Respiratory effect of beta-blockers in people with asthma and

Cardioselective beta-blockers

Non-selective beta-blockers

Exposed  Exposed  Crude  Adjusted Exposed  Exposed  Crude  Adjusted

cases’ controls” IRR - RR - 95% (I Pvalue cases’  controls’ IRR IRR - 95%C P value
Any exposure —
Severe exacerbation 27 466 072 087 057-135 10540 9 51 129 166 053-535 0398
Moderate exacerbation 357 3956 089 097 085-1.11 J0658) 35 309 133 141 095-208 0088
Low dose
Severe exacerbation 23 388 070 08 053-136 J0501] 8 4 104 119 03145 079
Moderate exacerbation 283 3256 087 0% 083-1.10 J0544) 29 21 119 124 080-191 0336
High dose L
Severe exacerbation 4 82 085 0% 033-284 J0943] 1 / 500 1211 102-14417 0048
Moderate exacerbation 79 /33 099 108 082-142 [0600] 6 39 250 26/ 108-662 | 0034




B-Blocker Therapy in Veterans with Asthma or
Chronic Obstructive Pulmonary Disease
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Barnett et al, Pharmacotherapy 2005;25(11):1550-1559
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Beta-blocker use and COPD mortality: a systematic
review and meta-analysis
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Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE _Weight IV, Random, 95% CI IV, Random, 95% CI
Au 2004 -0.56 0.225 5.3% 0.57 [0.37, 0.89]
Chen 2001 -0.155 0.079 14.0% 0.86 [0.73, 1.00] .
Dransfield 2007 -0.95 0.48 1.5% 0.39[0.15, 0.99]
Gottlieb 1998 -0.51 0022 17.9% 0.60 [0.58, 0.63)] ®
Hawkins 2009 -0.3 004 17.0% 0.74 [0.68, 0.80) -
Rutten 2007 -0.39 0105 11.9% 0.68 [0.55, 0.83) ———
Short 2011 -0.244 008 13.9% 0.78[0.67,0.92) e
Staszewsky 2007 -0.59 0.2 6.2% 0.55(0.37,0.82) S———
Van Gestel 2008 -0.32 01 123% 0.73[0.60, 0.88] —
Total (95% CI) 100.0% 0.69 [0.62, 0.78] k3
Heterogeneity: Tau*= 0.02; Chi*= 44 .80, df= 8 (P < 0.00001); F=82% sz 0?5 1 2 5

Test for overall effect: Z= 5.94 (P < 0.00001)

Figure 2 Forest plot of association between beta-blockers and COPD mortallty

Etminan et al. BMC Pulmonary Medicine 2012

Favours Beta-Blocker Favours control

-




TABLE 3 Summary of VigiBase total and fatal reports for cardioselective B1-blockers with

asthma or bronchospasm as reported suspected adverse reactions from start to December

2019
Cardioselective p,-blockers Reactions coded as asthma Reactions coded as
bronchospasm
Total Of which were fatal Total Of which were fatal
Metoprolol 286 A 322 6
Atenolol 141 1 385 3
Bisoprolol 95 0 108 1
Nebivolol 29 0 32 0
Betaxolol 18 0 86 0
Acebutolol 5 1 30 0
Celiprolol 6 0 41 1
Landiolol 1 0 0 0
Esmolol 1 0 11 1
Esatenolol 1 0 0 0
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Avoidance of o Aways ask about asthma before prescribing NSAIDs, and advise patients to stop using the f D

may make

asthmaworse * Aways ask people with asthma about concomitant medications. D
o Aspirin and NSAIDs (non-steroidal anti-inflammatory drugs) are not generally contraindicated A

unless there is a history of previous reactions to these agents (see p.102).

o Decide about prescription of oral or ophthalmic beta-blockers on a case-by-case basis. Initiate D
treatment under close medical supervision by a specialist.

o [fcardioselective beta-blockers are indicated for acute coronary events, asthma is not an absolute D /
contra-indication, but the relative risks/benefits should be considered.

GINA quideline 2023




BETA1- BLOCKER VA COPD
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The prevalence of systolic or diastolic heart failure in COPD patients ranges from 20% to 70%,% and its annual
incidence is between 3-4%. Incident heart failure is a significant and independent predictor of all-cause mortality.

Unrecognized heart failure may mimic or accompany acute COPD; 40% of COPD patients that are mechanically
ventilated because of hypercapnic respiratory failure have evidence of left ventricular dysfunction.(1218)

Treatment with B;-blockers improv rvival in heart failur is recommended.d ients with h failure
who also have COPD. Selective B;-blockers should be used, and only used, to trea@&:ple with COPD for approved
cardiovascular indications; not solely for the purpose of preventing exacerbatlon(QfCOPD (17

GOLD guideline 2023 > ——




VAY St dung beta-blocker & BN
e
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Chong chi dinh beta-blocker khéng chon loc tim & BN Hen/COPD

- St dung loai chon loc tim cao va ISA (-)

Nebivolol, Bisoprolol

- Kh&i dau: bénh 6n dinh, liéu thap, BS chuyén khoa tim mach

- BN nang, khi khéi dau diéu tri, nén theo ddi trong bénh vién 24 gi®




VAY St dung beta-blocker & BN
e

T dong mac tim mach & Hen/COPD
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- Tang liéu sau > 2 tuan
- Duy tri tan so tim khi nghi: 60 — 70 lan/pht
- Theo ddi séat trong 4 tuan dau b&i bac si chuyén khoa

- C6 thé phdi hop LAMA lic kh&i dau




St dung déng van Beta-2 cho BN
dong mac tim mach & Hen/COPD




. Anh hwdng tim mach cua doéng van Beta-2

@

Tan so tim
BEA-2

ADRENERGIC

™ Strc co bop co tim

Khang lwc mach ngoai bién

Kall va Mg mau




Safety of SABA Monotherapy in Asthma Management:
a Systematic Review and Meta-analysis
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Introduction: SABA reliever overuse is common in asthma, despite availability of ICS-based maintenance
therapies, and may be associated with increased risk of AEs. This systematic literature review (SLR) and
meta analysis aimed to investigate the safety and tolerability of SABA reliever monotherapy for adults and
adolescents with asthma, through analysis of randomized controlled trials (RCTs) and real-world
evidence.

Results: No other treatment-related deaths were reported. SAE and DAE rates were \ 4%. DAEsS were
reported more frequently in the SABA treatment groups than with ICS, potentially owing to worsening
asthma symptoms being classified as an AE. SAE risk was comparable between SABA and ICS
treatments

Conclusions: Meta-analysis of data from RCTs showed that deaths were rare with SABA reliever
monotherapy, and rates of SAEs and DAEs were comparable between SABA reliever and ICS treatment
groups. When used appropriately within prescribed limits as reliever therapy, SABA does not contribute tg
excess rates of mortality, SAESs, or DAEs.

Sriprasart et al (2023). Adv Ther (2023) 40:133-158




Table 1 — Randomized trials reporting adverse cardiovascular events with LABA and LAMA use for COPD management.

Reference Design Follow- Subjects Exclusion for CVD Intervention arms Primary outcomes) Secondary CVDf  CVD related results
up time outcomes
Calverley Randomized 3years Moderate-to- Diseases that could almeterol 50 pg (n = 1542) vs. All-cause mortality § Any adverse No excess of cardiac
et al. (2007) double-blind, severe COPD interfere with the uticasone 500 pg (n = 1552) vs. cardiovascular lisorders among patients

[17]

Tashkin et al.
(2008) [18]

Donohue
et al. (2010)
[34]

Dahl et al.
(2010) [33]

Jones et al.
(2012) [36]

placebo controlled
study

Randomized,
double-blind,
placebo-controlled
study

Randomized,
double-blind,
placebo- controlled
study

Randomized,
double-blind,
double-dummy,
placebo- controlled
study.

Randomized
double-blind,
placebo- controlled
study

Wang et al (2019). Journal of Food and Drug Analysis Volu

4 years

26 weeks

52 weeks

24 weeks

patients aged

between 40 and B

years

Moderate-to-
severe COPD
patients aged =4
years
Moderate-to-
zevere COPD
patients aged =4
years

Moderate-to-
severe COPD
patients aged =4
years

Moderate-to-
severe COPD
patients aged =4
years

study outcome,
including fatal
cardiovascular
events

Prior history of MI,
any unstable or life
threatening cardiac
arrhythmia and HF
Not mentioned

Not mentioned

Unstable cardiac
conditions,
including MI

balmeterol + Fluticasone 50/500 ug

n = 1533) vs. Placebo (n = 1524)

iotropium 18 ug (n = 2987) vs.
Placebo (n = 3006)

ndacaterol 150 pg (n = 416) vs.
ndacaterol 300 pg (n = 416) vs.
iotropium 18 ug (n = 415) vs.
Placebo (n = 418)

ndacaterol 300 pg (n = 437) vs.
ndacaterol 600 pg (n = 425) vs.
ormoterol 12 pg (n = 425) vs.
Placebo (n = 432)

Aclidinium 400 pg (n = 272) us.
Aclidinium 200 pg (n = 280) vs.
Placebo (n = 276)

events

Annual rates of
decline in FEV, and
FVC AF

Spirometry data,

dyspnea by TDI scorel cardiac disorders

and COPD

exacerbations

Spirometry FEV1 ECG assessment,
blood pressure anc
pulse rate
measurements

Spirometric Any CVD events

measurements, and 12-lead ECG

health status using
SGRQ, dyspnea with
BDI and TDI score
and COPD
exacerbations

Cardiac disorders
of MI, stroke, HF,

ECG and general

reated with the
;ombination regimen or
;almeterol alone.

16% reduced risk of CVD
with tiotropium vs. placebo.

3.7% cardiac disorders for
‘he two indacaterol doses
~ombined and 5.6% for
‘iotropium group,
~ompared with 3.8% for
olacebo.

No observed CVD events.

I'wo cardiovascular deaths
n the two aclidinium
reatment groups. No
“linically relevant changes
n the primary outcome
measurements.


https://www.sciencedirect.com/journal/journal-of-food-and-drug-analysis
https://www.sciencedirect.com/journal/journal-of-food-and-drug-analysis/vol/27/issue/3

j@. DACDIEM RCT AN TOAN TIM MACH CUA LABA,
@
o e LABA/LAMA, ICS/LABA

MC Society of Asthma, Allergy and Clir
Hoi nghi thwong nién 2023

- COPD trung binh dén nang, theo déi 6 - 52 tuan

- Két cuc tién phat: CNHH va t& vong moi nn

- Két cuc thir phat: bién cd tim mach

- FLAME: nhém IND/GLY to vong tim twong tww nhom SAL/FLU

- IMPACT: FLU/UMC/VIL, FLU/VIL, UME/VIL: Khong khac biet CVD




Tvpe of ILAE

OCAE
HR (95% CI), P

SCAE
HR (95% CI), P

Arrhythmia
HR (95% CI), P

Hypertension
HR (95% CI), P

MI
HR (95% CI), P

Cardiac Failure
HR (95%CI), P

Stroke
HR (95%CI), P

Cardiac ischemia

HR (95%CI), P

Aclidininum

Acldinium /formoterol

Formoterol
Glycopvrrolate
Glycopyrrolate /
formoterol
Indacaterol
Indacaterol )/
gbrcopyrrolate
Dlodaterol
Salmeterol
Tiotropium

Umeclidinium

Vilanterol

Umeclidinium /
vilanterol

0.89 (0.38-2.08),

0.278

0.7 8{0.41-1.48),

0.000

0.91 {0.67-1.25),

0.056

0.98 (0.63-1.53),

0.024

1.19 (0.23-6.06),

0.005

1.03 (0.72-1.47),

0.022

1.63 (0.85-3.15),

0.62a

| 0.65 (0.49-0.88) |

0.238

1.03 (0.89-1.18),

0.671

1.01 (0.80-1.28),

0.006

1.28 (0.46-3.57),

0.000

0.94 (0.74-1.19),

0.047
1.12 (0.61-2.08)

0.62 (0.30-1.29),

0.475

0.80 (0.31-2.08),

0.775

0.82 (0.14-4.75),

0.845

1.07 (0.71-1.60),

0.487

0.91 (0.76-1.08),

0.90a

0.92 (0.74-1.15),

0.825

0.67 (0.07-6.46),

43

0.95 (0.78-1.16),

0,961
0.68 (0.07-8.23)

0.85 (0.60-1.19),
0.310

1.34 (0.46-3.98),
0.012.

0.94 [0.62-1.43),
0.331

1.22 (0.38-3.83),
0.096

1.41 (0.71-2.79),
0.551

0.73 (0.44-1.22),
0.194

Li et al, Int J Chron Obstruct Pulmon Dis. 2019; 14: 799-808

0.87 (0.44-1.71),

0.408

0.78 (0.41-1.48),

0.566

0.76 (0.50-1.14),

0.408

0.68 (0.43-1.07),

0.391

0.61 (0.29-1.28),

0.178

0.66 (0.43-1.03),

0.309

0.83 (0.39-1.75),

0.194

0.77 (0.06-9.88),

0.095

0.67 (0.22-1.99),
0.221

0.49 (0.09-2.68),
0.432

1.02 (0.60-1.72),
0.532

0.81 (0.62-1.05),
0.378

1.63 (0.50-5.33),
0.103

0.96 (0.37-2.43),
0.5355

1.37 (0.54-3.48),
0.314

2.06 (0.87-4.88),
0.828

0.90 (0.60-1.35),
0.897

0.74 (0.12-4.72), | 0.53 (0.32-0.91)

0.238

1.99 (0.50-7.92),

0.997

0.68(0.32-1.49),
0.630

1.04 (0.78-1.39),

0.905

0.676

0.56 (0.28-1.10),
0.685

1.68 (0.65-4.37),
0.576

1.13 (0.16-7.93),
0.011



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6489598/

MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunology
Hoi nghi thwong nién 2023

- Khdng xem CVE la két cuc tién phat => khéng ghi nhan, bé sot so liéu
- Loai trtr BN ¢6 tién can CVD

- Phan 1&n da dung LABA trwdc dé => khéng quan sat dwoc CVE

- Khdng dé cap dén nhiéu do cac thudc ding kém (Nhém Placebo dung

nhiéu Ventolin vi kho thé cap hon) => T CVE




Table 2 — Observational studies evaluating risk of cardiovascular events with LABA and LAMA use in COPD patients.

Reference Study Population Exclusion for CVD New-user design Exposures Cases or outcome Results
design (ves/no) definitions
AU et al. Case-control Cases: Excluded prior MI Yes, but no exclusion Any MDI B-agonist Incident nonfatal or MDIB-agonists vs non-use: a0R (95%CI)
(2000) [12] design postmenopausal of exposure prior to prescriptions in the two fatal MI New use: 1.67 (1.07—2.60)"
women and cohort entry. years before the index/
hypertensive male event date, and new use,
aged 30—79 years defined as f-agonists
Controls: patients prescription only filled
aged 30—79 years for one time in the 30
days before the index
date.
Grosso et al.  Self- Patients receiving Excluded carotid Mo. Exposure periods in First-ever diagnosis IRR. (95%:CI)
(2009) [58] controlled any tiotropium endarterectomy > 6 which patients using of ischaemic, « Tiotropium: 1.5 (0.7-3.1)
case-series prescription and weeks prior to events totropium or haemorrhagic or « = 1 year exposed period of
design diagnosed with = 1 fluticasone plus unspecified stroke tiotropiurm: 1.0 (1.0—2.0)
stroke event salmeterol vs. other within the study « Fluticasone + salmeterol:
unexposed observation time window 1.3 (0.5-3.1)
periods.
Wilchesky Mested case- Saskatchewan No exclusion of CVD Yes, but no exclusion One of the exposures Arrhythmic death or LABA vs. non-use: aOR (95%CI)
et al. (2012) control cohort, COPD of exposure of was LABA use. hospital admission
- Part 1 [13] design patients aged =55 interest preceding Current use: a LABA with a primary = Current use:
years with at least cohort entry. prescription in 60 days discharge diagnosis 1.13 (0.53—2.43)
one bronchodilator preceding the index/ of arrhythmia « Current new use: 455 (1.43—14.45)"
use event date. » No current new use: 0.72 (0.27—1.90)
Current new use:
current use but no
prescription in 61—365
days before the index/
event date.
Wilchesky Mested case- Quebec Cohort, No exclusion of CVD Yes, but no exclusion One of the exposures Arrhythmic death or LABA vs. non-use: aOR (95%CI)

et al. (2012) control
- Part? [14] design

COPD patients aged
=67 years with at
least one
bronchodilator use

of LABA use
preceding cohort
entry

was LABA use.
Current use: a LABA
prescription in 60 days
preceding the index/
event date.

Current new use:
current use but no
prescription in 61—365
days before the index/
event date.

hospital admission
with a primary
discharge diagnosis
of arrhythmia

e Current new use: 1.47 (1.01—-2.15)"
« No current new use: 1.06 (0.88—1.27) |




. BJAMA Internal Medicine

JAMA Neatwork View Article» @ Duration of LABA use

2.54
JAMA Intern Med. 2018 Feb; 178(2): 229-238. PMCID: PMC5838614
Published online 2018 Jan 2. doi: 10.1001/jamainternmed.2017.7720 PMID: 29297057 20

o

Association of Cardiovascular Risk With Inhaled Long-Acting g ]
Bronchodilators in Patients With Chronic Obstructive Pulmonary Disease 3
Key Points 2 0
Question <

0.5
Does the duration since initial use and new use of inhaled long-acting p»-agonists (LABAs) or
antimuscarinic antagonists (LAMAs) for the treatment of chronic obstructive pulmonary disease (COPD) 0 -
act as important determinants of the risk of cardiovascular disease? 0 30 60 90 120 150 180 210 240 270 300 330 360

Duration, d
Findings
In this nested case-control study of more than 280 000 patients with COPD, new use of LABAs or LAMAs

is associated with an approximate 1.5-fold increased cardiovascular risk within 30 days of initiation
therapy.




POl TUONG NGUY CO’ CAO CVE

MIEN DICH LAM SANG
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Patients with Asthma
Cases Controls Odds Ratio
(n = 142) (n = 244) (95% Confidence Interval)*

Use of inhaled B-agonists in past 3 months Number
No use in past 2 years 41 108 1.0
Number of metered-dose canister in past 3 months

0 26 61 8 (0.4-1.6)

1 10 16 (0 4-3.3)

2 (without inhaled steroids) 33 22 S5 (1.1-5.4)

2 (with inhaled steroids) 13 37 6(0.2-1.6)
Use of nebulizers in past 3 months 19 7 8

8 (1.1-12.3)

Lemaitre et al. Am J Med. 2002:113:711-716




POI TWONG NGUY CO CAO CVE/COPD

Table 4. Multivariable analysis® of odds of cardiovascular event
within 20 days of initiation of long-acting bronchodilators.

MIEN DICH LAM SANG

Patient characteristics Odds ratio Patient characteristics Odds ratio
(95% confidence (95% confidence
interval) interval)

Treatment group SABA 0.91 (0.83, 1.00)

Group | (CVD and CVD 3.50 (2.89, 4.24) SABA-SAMA 0.90 (0.80, 1.00)

treatment) SAMA I.14 (0.97, 1.33)

Group 2 (CVD with no CVD 2.15 (1.71, 2.70) Theophylline 0.87 (0.70, 1.09)

treatment) COPD specifics, yes versus no

Group 3 (no CVD but CVD 1.36 (1.01, 1.82) Spirometry 0.92 (0.85, 1.00)

treatment) Oxygen therapy 1.37 (1.23, 1.52)

g;ODUP 4 (no CVD and no 1.00 Influenza vaccination 0.94 (0.85, 1.04)
Ag treatment) Pneumococcal vaccination 0.81 (0.68, 0.98)

e e

40—49 1.00 Coomorbldltles |00

50-59 1.45 (1.16, 1.80) | I.14 (1.01, 1.27)

6069 1.90 (1.54, 2.35) 2 1.65 (1.46, 1.86)

Above 70 3.29 (2.66, 4.07) 3= 253 2 23. .
Ge:derl 1.00 Short-acting COPD medication, yes versus no

emale .
Inhaled id 0.78 (0.67, 0.90
Male 1.36 (1.25, 1.48) nhaed steroids ( )

. . . Oral steroids 1.04 (0.95, 1.15)
First long-acting bronchodilator

LAMA 1.00
LABA 1.33 (1.13, 1.57)
LABA-ICS 1.13 (1.03, 1.25)

Aljaafareh et al (2016). Risk of cardiovascular events after initiation of long-acting bronchodilators in patients with.ehronic et al (Jobstruei g disease.Ad
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Twong tac duoc lwe hoc

+ IND: Erythromycin,
Ketoconazole, Ritonavir, Verapamil
+ OLO: Ketoconazole

+ SAL: Erythromycin, Ketoconazole

+ VIL: Ketoconazole, Verapamil

S. P. Bhatt (ed.), Cardiac Considerations in Chronic Lung Diseas

POl TUONG NGUY CO’ CAO CVE

Twong tac dwoc dong hoc
+ Loi tiéu

+ Corticoid

+ Thudc l1am dai QT

+ Giam oxy mau

—
— —



AY S dung dong van beta-2 & BN
@;AN dong mac tim mach & Hen/COPD

HCMC Society of Asthma, Allergy and Cli: unology
Hoi nghi thwéng nién 2023

- Bénh sir va Kham LS nhan dién nhédm nguy co cao CVE

(tudi cao, gidi nam, dung nhiéu SABA, twong tac thudc, CVD nén...)

- Cha y twong tac vai cac thudc diéu tri b&nh dong mac
- Theo ddi sat 30 ngay dau (tan so tim, suy tim, ECG), nhat la & BN
nguy co’ cao

- Olodaterol, Formoterol




@ KET LUAN

MIEN DICH LAM SANG
C Society of Asthma, Allergy and Clinical Immunology

HCM

Hoi nghi thwirng nién 2023

- CVD: bénh ddéng mac quan trong & Hen/COPD

- Beta-blockers:

+ 1 trong bdn t& tru anh hwédng tién lwong lau dai cia HFrEF

+ thworng khéng dwoc ké toa @ BN Hen/COPD c6 CVD ddng mac

+ bang ching: dung chi dinh an toan




\

KET LUAN

MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunology
Hoi nghi thwéng nién 2023

- DPodng van Beta-2:

+ Nén tang trong diéu tri Hen/COPD
+ RCT: khong T nguy co tim mach 2?2 NC quan séat: T nguy co’ tim mach

+ Nguy co thap va Loi ich >>> Nguy co

- Pung liéu, dung chi dinh, loai chon loc, theo ddi sat; nguy co cla ddng van
beta-2 thap va beta-blocker an toan

- Can thém RCT, tiéu chuan chon gidéng nghién ctru d&i thwe (nguy co cao CVL
COPD nang...) *




-Blockers Bronchodilators
B \ / (B,-Agonists, anticholinergics)
COPD
Cardiovascular
comorbidities

Cardiovascular effects Respiratory effects
of respiratory drugs of cardiovascular drugs
Heart Synergy Lungs <—I
Blood vessels

Oxygen delivery

Therapeutic implications

Drug Discovery Today



TRAN TRONG CAM ON

QUY THAY CO & QUY DONG NGHIEP.

e
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