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Thuc trang kiém soat COPD
Lwa chon liéu phap diéu tri pht hop
T bang chirng khoa hoc phan ti. ..

... dén hiéu qua diéu trj trén lam sang
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COPD la nguyén nhan Bénh nhan COPD & Viét Nam

gay tw vong Bénh nhan da co dot cap

héng thir 4 ~46% trong nam qua®

*Khao sat duoc thuc hién trén 9 quéc gia Chau A

& V|ét Naml (bao gém Viét Nam)
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4 . 2 % Chi 2 290 bénh nhan

O dan s6 Viét Nam tw 40 tudi tré 1én* . -
Dot cap trung binh tadng 21%

nguy co nhap vién3 T vong trong vong 1 nam

Sau dot cdp nhap vién dau tién*
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*  National prevalence survey of chronic cbstructive pulmonary diseasein Viet Nam. 42nd Union World Congress on Lung Health 2011

Top 10 causes of total number of deaths in 2019 and percent change 2009-2019, all ages combined. Link: https://www.healthdata.org/Vietnam;

Lim. (2015). Impact of chronic obstructive pulmonary disease (COPD) in the Asia-Pacific region: the EPIC Asia population-based survey. Asia Pacific family medicine, 14(1), 1-11.
Rothnie et al. Am J Respir Crit Care Med 2018; 198(4): 464-471; 5. Ho T-W, et al., 2014;9(12):3114866
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https://www.healthdata.org/Vietnam

Méi dot cap COPD c6 thé lam TANG nguy co va thic day ks
cac dot cap trong twong lai

Tién st dot cap la yeu to dw doan manh nhat  Sau dot cp néing dau tién, thei gian gitra cac
nguy co dott cap trong twong lait dot cap sau ngan lai2P

Incidence rate ratio (IRR) of moderate and severe exacerbations during
follow-up vs no exacerbations at baselinel!
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1 Moderate only 1 Severe only
(n=68,038) (n=19,194)

Baseline Exacerbation Category

aAdjusted for all baseline characteristics; PAdjusted for age, sex, calendar time (cohort entry prior to 2000), and the modified Chronic Disease Score divided in quartiles with a fifth category to account for patients with no or partial medication
|nformat|on in the year prior to cohort ent Y—l
1. Whittaker H, Rubino A, Mullerova H, et al. Int J Chron Obstruct Pulmon Dis. 2022;17:427-437; 2. Suissa S et al. Thorax. 2012;67:957-963.



ACT ON

Phan nhém bénh nhan tir “ABCD” thanh “ABE” COPD
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2>thrl\odd9:rate e:acel.'ba;ion-s or G::mx 6 UAMA o LAMA + LABA® Zflr:\od:rate e:acel.'balfion.s or A s
21 leading to hospitalization or ICS + LABA? 21 leading to hospitalization Consider 1CS + LAMA + LABAZ if blood eos 3300
0 or 1 moderate 0 or 1 moderate
exacerbations (not leading A bg:(c)::d‘itltor Along acg\:;ol::g:ghodilawr exacerbations (not leading Lo SEIBp
A bronchodilator LAMA + LABA%

to hospital admission) (LABA or LAMA) to hospital admission)

Page 92, Figure 4.2 mMRC 0-1, CAT <10 mMRC 22, CAT 210 Page 115, Figure 4.2 mMRC 0-1, CAT <10 mMRC 22, CAT 210

> Nhan manh vai tro cia DOT CAP trong viéc lwa chon diéu tri

© 2023 Global Strategy for Diagnosis, Management and Prevention of COPD all rights reserved.




ACT ON

Yéu to can nhac kh&i dau diéu tri véi liéu phap chira ICS| @

Tién str dot kich phat COPD nhép vién#
2 2 dot kich phat COPD trung binh/nam#

Eosinophilmau 2300 TB/pL

Tién str, hoac déng mic Hen

1 dot kich phat COPD trung binh/nam#
Eosinophilmau 100 dén < 300 TB/puL

Bién c6 viém phéi lap lai
Eosinophilmau <100 TB/pL

Tién str nhiém khuan mycobacterial

*despite appropriate long-acting bronchodilator maintenance therapy (see Table 3.4 and Figure 4.3 for recommendations);
*note that blood eosinophils should be seen as a continuum; quoted values represent approximate cut-points; eosinophil
counts are likely to fluctuate.

Adapted from & reproduced with permission of the © ERS 2019: European Respiratory Journal 52 (6) 1801219; DOI:
10.1183/13993003.01219-2018 Published 13 December 2018

© 2023 Global Strategy for Diagnosis, Management and Prevention of COPD all rights reserved.
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Pac diém PK/PD |am tang hiéu qua khang viém cua IC

Kich thwéc hat nhd <5 um

(lang dong & phé quan nhé hon) i T

Thoi gian hap thu tir long phé quan vao . -
thanh phé quan 1,8 gio 4,9 gio
Kha nang ester hoa voi lipid = Khong

(kéo dai th.gian Iwu tai phdi)
Budesonide Iwu tai md6 dwéng dan khi nhé nhanh hon va lau hon

Derendorf H, et al. Eur Respir J 2006; 28: 1042-50



Budesonide kéo dai thei gian Iwu tra tai mo pho

Dich phéi
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' | Budesonide-21-fatty acid ester
Budesonide tham gia tao lién két ester hoa v&i acid béo tai md phdi
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Budesonide ester hda khi bat hoat tao thanh kho du trir budesonide tai mé phbi
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Kéo dai thdi gian lwu trd va tac dung tai phoi
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1. Miller-Larsson A et al. Drug Metab Dispos 1998; 26: 623—-630;
2. Maassen van den Brink Kl et al. Br J Clin Pharmacol 2008; 66: 27-35;
3. Tunek A et al. Drug Metab Dispos 1997; 25: 1311-1317.



BUD/FORM cho hiéu qua giam dot cap va giam nhu cau dung t
thuoc gian phé quan tot hon & nhom Flu/Sal

Dung thém LAMA

Ti & giam_khi ding (Tiotropium bromide)
BUD/FORM (N=2734) hoic FLU/SAL (n=2734) BUD/FORM /BN-n3m Diing thém SABA / BN-nim

it cé con cip | — oo
at Ca co’'n ca * %k _
P 109 NNT=3.4 (p<0.0001) RR = 0.84 (CI: 0.79, 0.89); P <.0001 RR = 0.78 (Cl: 0.72, 0.84); P < .0001

26% 1.2 1.4
. R 63 0
uéng ;
. . 38 29% 08 4 0.89 1.0 1
Dung khang 54 *F (p<0.0001) 0.8 -
sinh 06 - .
m BUD/FORM 299 :
Nhap vién ‘5 e . b 06 1
: - 21 ** NNT= FLU/SAL (0p<0.0001) 04 -
16 ’ 0.4 1
~ K ~ 0
Nhép cap ctru l%i % 21% 02 - 0 -
. (0p<0.003)
v T T = T o T T v 0.0 4 0.0
0.0 200 40.0 60.0 80.0 100.0 120.0 140.0 160.0 BUD/FORM FLU/SAL BUD/FORM FLU/SAL

Ti 1& bién ¢ / 100 bénh nhan - ndm

**P<0.0001; *P=0.0003 for difference. Cl, confidence intervals; BUD/FOR, budesonide/formoterol; FLU/SAL, fluticasone/salmeterol

Larsson K et al. Journal of Internal Medicine, 2013
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Pac diém PK/PD lam tang tinh an toan cta ICS

=
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DAC DIEM PK/PD BUD

Tén lwu & ving hau hong Thap hon

Pao thai khdi tuan hoan nhanh

(thoi gian ban hay: t,,,, gio) A 14.4
Ai lwc véi thu thé gluco-corticoid 935 1800
Tinh tan trong mo 1 3,2

Tinh tan trong nwéc - dich phé quan: pg/ml 16 0,14

Derendorf H, et al. Eur Respir J 2006; 28: 1042-50



Hap thu va thai triv ICS & bénh nhan COPD ACTON

=
=l

» Nghién ctru ngau nhién, mu déi, bat chéo trén 28 bénh nhan COPD
nang va 27 nguw®i khoe manh
« 2 nhom diéu tri:
« BUD/FORM (400/12 pg 1 hit)
» FLU/SAL (500/50 pg 1 hit)
« Nong dd ICS dwoc do:
» 10 gi®» trong huyét twong
* 6 gi& trong lwvgng dam thai ra

Dalby C, et al. Respir Res 2009; 10: 104



Nong dé Budesonide va Fluticasone trong huyét tu’o’n
sau 10 gi® @ bénh nhan COPD nang

el Ti 18 AUC hiéu chinh theo liéu (KTC 95%)
= n (sinh kha dung ctia mod dwdng dan khi)
~2.04/\
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Dalby C, et al. Respir Res 2009; 10: 104



Lwong thudc trong dam gitra Fluticasone va Budesonide

ACT ON

o0

6 7 —e— Budesonide
—® Fluticasone propionate (FP)

Khéc biét vé lwong thudc
dwoc khac ra dam gitra FP
va Bud: 5.21;: KTC 95%:
1.72-15.8

Lwong thubc trong dam (% of ELDD)

0 1 2 3 4 5 6
Thei gian ké tir khi dung thudc (gio)

Dalby C, et al. Respir Res 2009; 10: 104
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ACT ON

Nguy co’ viém phdi trén bé&énh nhan COPD c6 dung ICS | [

 Tilé viém ph6i dwoc danh gid qua mét nghién ciru RWE trén hon 160.000 bénh nhan COPD trong vong 5 ndm?:

Fluticasone propionate
2.4 - Rate ratio = 2.01; 95% CI: 1.93-2.10
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1. Suissa et al. 2013. Inhaled corticosteroids in COPD and the risk of serious pneumonia. Thorax; 68(11): 1029-1036.



Bud/Form it bj viém phoi hon Flu/Sal & bénh nhan C
tai Han Quéc qua 13 nam @

YO

%

Total 1.34 (1.26-1.43, p<0.0001);

ICS cumulative dose (Q1) 1.06 (0.93-1.21, p=0.3861):

ICS cumulative dose (Q2) 1.41 (1.19-1.66, p<0.0001)

ICS cumulative dose (Q3) 1.41 (1.23-1.63, p<0.0001)

ICS cumulative dose (Q4) 1.49 (1.33-1.66, p<0.0001)

Choi et al. International Journal of COPD 2021:16 3229-3237

1.0

15
Hazard ratio

2.0

Nguy co viém phdi nhap vién
lien guan Fluticasone
propionate so v¢i Budesonide
v&i cling mae liéu tich Iy



ICS nén dwoc ding véi liéu thap dén trung binh & bénh nhan C

Liéu thap dé
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" trung binh
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. 200 800
Liéu corticoid hit (mcg/ngay)

Liéu twong dwong Beclometasone dipropionate

Izquierdo JL et al. International Journal of COPD 2018;13:3539-3547



Nguy co’ viém phéi giira céc liéu phap chiva ICS ([
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Mot phan tich téng quan véi 18 nghién ctru RCT

Liéu phap chiva ICS lién quan dén gia tdng nguy co viém phoi

Nguy co RR =1.37 RR =1.79 RR = 1.46 RR =1.07
viém phoi (p<0.001) (p<0.001) (p=0.117) (p=0.664)

6 nghién ctru dung fluticasone propionate (FP), 5 nghién ctru dung fluticasone furoate (FF), 5 nghién ctru
dung budesonide (BUD), 3 nghién ctru dung beclomethasone (BDP)

Zhang Q et al. COPD Risk of Pneumonia with Different Inhaled Corticosteroids in COPD Patients:A Meta-Analysis COPD: JOURNAL OF
CHRONIC OBSTRUCTIVE PULMONARY DISEASE2020, VOL. 17, NO. 4, 462—-469 https://doi.org/10.1080/15412555.2020.1787369



Budesonide va Fluticasone anh hwéng Ién Iép mang
ngan biéu mo6 phé quan

- Gia thiét: Budesonide bao vé chirc ndng I&p mang ngan BMPQ hiéu
qua hon Fluticasone dwdi sy tac ddng cua virus vahoac khoi thudc
la

* Phwong phap:

- Danh gia hiéu qua bao vé cua BUD va FLU: giam protein viém (4 IL-8) va
tang chwc nang mang ngan (tang khang lwc lién két lién té bao: resistance)

« Té bao: dong té bao BMPQ nguodi qua nuoil cay (16HBE) va tb BMPQ nguyén
thay do chai PQ (PBEC) tir nguwdi hut thudc Ia khoe manh

« T4c nhan: virus [poly-(1:C)] va khéi thudc 1a (CSE)

Heijink et al. Respiratory Research 2016;17:2



Budesonide va Fluticasone c6 hiéu qua
twong dwong trong wc cheé protein viem

ACT ON
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Heijink et al. Respiratory Research 2016;17:2
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Budesonide bao vé bieu m6 phé quan khéi ton thwon
do khaoi thuoc |a tot hon Fluticasone

N
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Heijink et al. Respiratory Research 2016;17:2



Co sw khac nhau trong hiéu qua giam

trieu chirng gitra cac ICS/LABA?
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Bud/Form cai thién triéu chirng budi sang so véi Flu/Sali

Hoat dong bao gom:

Cai thién diém hoat

A Re 4 bud/form  320/9u¢g bid
dgng bUOI Sang (CDLM) sal/flu 50/500ug bid A—
. *p<0.02 so v&i

c % Sal/Flu
“Q *p<0.05 so véi
c 0.25 SallFlu
‘5’ *p<0.02 50 V&
‘E SalfFlu
— 020
Ne)
>
(@] 0.15
(7]
c
D 510
<
it
'S oos
X

y . , A o

Bud/Form so vé&i mrc nén = 0.22 0.00 :
Flu/Sal so v&i mirc nén =0.12 Tong Ty tam Tw lau Mac quan An Di séng Di

diém rira khé 40 sang sém mudn

CDLM = Kha nang hoat dong vao buc‘;i sang (Capacity of Daily Living during the morning) ] )
Nghién ctru ngau nhién, mu déi, cé déi chirng trén 442 bénh nhan COPD 240 tudi (FEV, sau gidn phé quan <50%) st dung Bud/Form hodc Flu/Sal trong 1 tuan

1 Adapted from Patridge et al, 2009



Bud/Form cai thién FEV1 nhanh hon so v&i Flu/Sal \&

ACT ON
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10 - Flu/Sal MDI
250/25 pg 2 nhat
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% FEV, trén mirc ban dau
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v 1
A %‘( 1 :
| .
D . * Bud/For MDI 160/4.5 pg 2 nhat :
1
1
1
i - FlwSal MDI 250125 Hg 2 nhat !
X

Bud/For MDI 160/4.5 ug 2 nhat

Salbutamol MDI 100 pg 2 nhat

Gia dwoc MDI 2 nhat g B

Salbutamol MDI 100 pg 2 nhat \|

Gia duoc MDI 2 nhat h

0 10 20 30 0

Thoi gian (phat)

Lindberg et al, Respirology 2007; 12: 732—739
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Thoi gian (phut)



Formoterol la LABA khéi phat nhanh dwéi 5 phut

=2

ACT ON

Table 1 SABAs and LABAs commonly used in COPD

Drug Dose delivered by Other formulations Recommended dose  Duration of action Onset of
inhaler (pg) (hours) action
Short-acting
Salbutamol 100, 200 (MDI & DPI)  Solution for nebulizer; oral (syrup, tablets); 200 pg up to 4 times 4-6 5 mins
(albuterol) vials for injection daily
Terbutaline 400, 500 (DPI) 500 pg up to 4 times 4-6 30 mins
daily
Long-acting
( Formoterol 45-12 (MDI & DPI) Solution for nebulizer (20 pg/2 mL) 12 pg twice daily 12+ <5 mins* )
(Aerolizer/Easyhaler
9 ug’ twice daily
(Turbuhaler)
20 pg twice daily
\ (Mebulizer) J
Arformoterol Solution for nebulizer (15 pg/2 mL) 15 pg twice daily 12+ 6.7 mins*
Salmeterol 25-50 (MDI & DPI) 50 pg twice daily 12+ 2 hours™

DPI, dry powder inhaler; MDI, metered dose inhaler * mean FEV, increase of 15%; ** mean FEV, increase of 12% or more and at least 200 mL; ' delivered dose

(equivalent to 12 pg metered dose)

Tashkin, D. P., & Fabbri, L. M. (2010). Long-acting beta-agonists in the management of chronic obstructive pulmonary

disease: current and future agents. Respiratory Research, 11(1). doi:10.1186/1465-9921-11-149
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Két luan sr

* COPD la mét trong nhirng nguyén nhan gay tw vong hang dau, mang lai
nhiéu ganh ndng ma phan I&n dén tr dot cap?

e Lwa chon thudc can dwa trén tinh san co, hiéu qua, an toan

» PK/PD: Fluticasone lwu lai & 16p nhay dwong dan khi nhieu hon va lau
non; Fluticasone bao vé chirc nang I6p BMPQ ¢ BN hut thudc 1a kém
hon Budesonide (nghién ctru trén dong te bao 16HBE va PBEC)?

. Budélic%rm hiéu qué gidm dot cap tot, it viém phdi hon, tdc dung nhanh
hon

1. Top 10 causes of total number of deaths in 2019 and percent change 2009-2019, all ages combined. Link: https://www.healthdata.org/Vietnam; ; 2. Heijink et al. Respiratory
Research 2016;17:2; 3. Larsson K et al. Journal of Internal Medicine, 2013; 4. Janson C et al. BMJ. 2013 May 29;346:f3306; 5. Adapted from Patridge et al, 2009
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