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TREN BENH NHAN COPD

BS CKIl Quach Minh Phong
Trurdng khoa N6i H6 Hap — Bénh vién Lé Van Thinh



BPTNMT ngay cang gia tang ganh nang tai Viét Nam
BPTNMT anh hwéng

Sé dot cép trung binh do bénh nhan b&o céo?
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Suy gidm chtrc nang h6 hap khong hoi phuc

Sau dot cap, CNHH khong thé phyc ...dan téi thic day sw suy giam CNHH,
hoi so véi trwée dot cap...12 dic biét mirc dd nhe - trung binh2b
Sw gidm FEV, & BN c6 it nhat 1 PKPbe

Phan tich hau kiém tir nghién cru WISDOM?
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aA post-hoc analysis of the WISDOM study in 360 patients with moderate-to-very-severe COPD to characterize lung functlon before d d af
exacerbation was defined as an increase of 22 lower respiratory tract symptoms related to COPD or the new onset 0 | v
0 ort|c0|ds or both were prescribed. A severe exacerbation was defined as an exacerbatlon requiring
equiring either antibiotics or systemic steroids, and seve



Gia tang nguy co’ dot cap trong twong lai

Sau dot cap nang dau tién, théi gian gitrba cac dot cap sau ngan lai
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Céac dot cap lam tang nguy co’ tir vong

Pot cap trung binh

(diéu tri véii SABDs va OCS * khang sinh)

Tang nguy co tir vong voi 2 dot cap
trung binh trong mot nam?.apb

Adjusted OR (95% CI) nguy co ttr vong'2

0 dot cap 1.0 (reference)

1 dott cap trung binh 1.18 (0.83-1.67)

2 dot cap trung binh 1.80 (1.19-2.70)

3 dott cap trung binh 1.98 (1.13-3.49)

Proportion survivin
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Muc tiéu diéu tri COPD theo GOLD 2024

Giam triéu chirng hién tai Giam nguy co twong lai

Kho thé tang T vong som

Gang slrc gidm Pot cap thwérng xuyén

Chat lwgng song giam ] Churc nang phoi giam




Quan ly COPD giai doan 6n dinh — khé&i dau

KHO'I PAU PIEU TRI

Co622dotcap| ooupe
trung binh hodc LAMA + LABA™ hoac
> 1 dot Cép nhap Can nhac ICS + LABA+ LAMA®
1ié” B néu Eos 2 300 TB/uL y
0 hodc 1 dotcap | Groura | Grours
trung binh . o
(khong din dén Thudc gian phé quan LABA + LAMA®
nhap vién) ) y )
MMRC > 2, CAT 2 10

MMRC 0-1, CAT < 1(j




Quan ly COPD giai doan 6n dinh — tiép noi

KHO THO’ POT CAP
LABA or LAMA LABA or LAMA J
if blood _J

I €0s < 300
if blood

LABA + LAMA* J LABA + LAMA* I et L
l %), T
if blood I
eos < 100 ifb v

smokers

3 eos 2 100
) LABA+LAMA + |cs*J

* Consider switching inhaler device or

molecules
* Implement or escalate

non-pharmacological treatment(s) f 1
* Investigate (and treat) other causes g

of dyspnea Roflumilast Azithromycin

J FEV1 < 50% & chronic bronchitis Preferentially in former




Thudc gin
phé quan

4 " A ” > A §%"&§‘T‘&ZH\?@
Cac liéeu phap giam dot cap 11X
+ LABAs “{i}‘“‘!
+  LAMAs i
- LABA + LAMA
.+ LABA +ICS

Liéu phap chira
ICS

Khang viém
(khong steroid)

Khang khuan

Thubc
lodng dom

Cac bién phap
khac

LABA + LAMA + ICS

Roflumilast

Vaccine
Macrolide dung lau dai

N-acetylcysteine
Carbocysteine
Erdosteine

Ngwng hut thube
Phuc hoi chirc ndng hd hap
Giam thé tich phdi
Vitamine D

Céc bién phap che cha

Ve ~ A ? Ay




Cac yéu to de can nhac khi khéi dau diéu tri voi
lieu phap chtra ICS .. |
GOLD 2024

Céc yéu td dé can nhac khéi dau diéu tri voi ICS trong liéu phap két hop véi 1 hoac 2 thubc

gidn phé& quan (Cha y: Khéc véi can nhéc rit ICS)

Bién cé viém phdi 1ap lai

> 1 dot cap trung binh/nam

Tien sr dot cap nhap vién?
Eosinophil mau 100- 300 Eosinophil mau <100TB/ul

TB/uL
Tién st nhiém mycobacteria

> 2 dot cap trung
binh/nam?

Eosinophil mdu > 300 TB/uL

Tién sir hodc ddng mac hen

*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 continuum; quoted

values represent approximate cut-points; eosinophil counts are likely to fluctuate.
Reproduced with permission of the © ERS 2019: European Respiratory Journal 52 (6) 1801219; DOI: 10.1183/13993003.01219-2018 Published 13 December 2018
1.. Global Initiative for Chronic Obstructive Lung Disease, Update 2024. Available at: www.Goldcopd.org;


http://www.goldcopd.org/

Therapy
Pharmacotherapy

LABA+LAMA+ICS?

phap diéu tri COPD gitp g

RCT*

Yes

" D

GOLD 2024

Treatment effect on mortality

Single inhaler triple therapy compared to dual
LABD therapy relative risk reduction:

Non-pharmacological Therapy

Smoking
cessation?

Pulmonary
rehabilitation3*

Long-term oxygen
therapy*

Noninvasive
positive pressure
ventilation®

Lung volume
reduction surgery®

Iam

tevong %

Patient characteristics

Symptomatic people with a
history of frequent and/or
severe exacerbations

Yes HR for usual care group compared to Asymptomatic or mildly
intervention group (smoking cessation) symptomatic
HR 1.18 (95% CI: 1.02, 1.37)?

Yes Old trials: RR 0.28 (95% CI 0.10, 0.84)3? Hospitalized for exacerbations
New trials: RR 0.68 (95% Cl 0.28, 1.67) of COPD (during or < 4 weeks

after discharge)

Yes NOTT: = 19 hours of continuous oxygen vs < 13 PaO, <55 mmHg or < 60
hours: 50% reduction* mmHg with cor pulmonale or
MRC: = 15 hours vs no oxygen: 50% reduction?® secondary polycythemia

Yes 12% in NPPV (high IPAP level) and 33% in Stable COPD with marked
control hypercapnia
HR 0.24 (95% CI1 0.11, 0.49)>

Yes 0.07 deaths/person-year (LVRS) vs 0.15 deaths/ Upper lobe emphysema and

ICS/LABA/LAMA la diéu tri bang thud

person-year (UC) RR for death 0.47 (p = 0.005)¢

low exercise capacity
r




KHO!I TRI LIEU PHAP BO 3
GIAM NGUY CO BOT CAP & TU VONG




GOLD 2023 - 2024 nhan manh vai tro cua liéu phap bé ba

Initial Pharmacological Treatment
Figure 4.2

Anti-Inflammatory Therapy in Stable COPD

2 2 moderate GROUPE
Triple inhaled therapy of LABA+LAMA®ICS improves lung function, symptoms }eég; LABA + LAMA* ¢
and health status, and reduces exacerbations, compared to LABA+ICS, hospitalization comfderHBMAMAﬂfS*/be/c\r@@)s2300
LABA+LAMA or LAMA monotherapy (Evidence A). Recent %ﬁ suggest a N - z -
beneficial effect of trple inhaled therapy versus fixed-doje LABA+LAMA Thoi diem can omipese | 507 F S
. H *

combinations on mortality in symptomatic COPD patients with a history of thiép vei liéu emies i A b’°"‘:h°d"atg\bo LABA + LAMA
frequent and/or severe exacerbations Al ) On“

\fv) p h ap Ch wra ICS mMRC0-1BAT < 10 mMRC 2, CAT 210
Single inhaler therapy mav be maore convenientdnt effective than multiple inhalers ‘@&_J J

%
&

Evidence Supporting a Reduction in Mortality with Pharmacotherapy

Follow-up Pharmacological Treatment
Figure 4.4

and Non-pharmacotherapy in COPD Patients Figure 3.17

IFRESPONSE TO INITIAL TREATMENT IS APPROPRIATE, MAINTAIN IT.
IFNOT: » Check adherence, inhaler technique and possible interfering comorbidities

+ Consider the predominant treatable trait to target (dyspnea or exacerbations)

Therapy RCT* Treatment effect on morta"ty Patient characteristics - Use exacerbation pathway if both exacerbations and dyspnea need to be targeted
* Place patient in box corresponding to current treatment & follow indications
* Assess response, adjust and review
Pharmacomeﬁpv » These recommendations do not depend on the ABE assessment at diagnosis
. . . . . DYSPNEA EXACERBATION:
LABA+LAMA+ICS'  Yes | Single inhaler triple therapy compared todual | Symptomatic people with a ° CERBATIONS
LABD therapy relative risk reduction: history of frequent and/or LABA or LANIA LABA o LAMA
IMPACT: HR 0.72 (95% Cl: 0,53, 0.99)" severe exacerbations (5%
(FTHOS: HR 0.51(95% C1- 0.3, 0.80)* ) LABA s LAMAS . 2
ifbioad ‘n’
€03 < 100 !,nn!,g“ v
Q.ABA +LAMA + ICS* J
o + Consider switching inhaler device or
o molecules C)
* Implement or escalate
. X ) non-pharmacologic treatment(s)
Risk Reduction With Risk Reduction With FF/UMEC/VI + st vt cvs -
BUD/FDRM/EI.Y 32”/'44/"] I.]g "][I/E? 5/25 ug DFI o8 o ’ FEVI<50%&chromcbmnchrnsJ Preferentially in former
. . smakers
AER[ISFHERE FM[]I *Single inhaler therapy may be more convenie Q}eﬂmnvr than multiple inhalers

**Consider de-escalation of ICS if pneumony ther considerable side-effects. In case of blood eos 2 300 cells/ul
de-escalation is more likely to be aswmagwlh the development of exacerbations

GOLD 2023 & GOLD 2024



Hiéu qua cua liéu phap bd ba ICS/LABA/LAMA so véi LABA/LAMA

 Hiéu qua giam dot cap

irile LAMALABA
I3 ;..... ;...I b K " i I'..JL'L'HL I.f : I
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Ligaan 018 ZETT Q0GE2 445 dMER 2% TS00,08
i 301 4 1hi8 A1k T L L AL

Total (335 CI o MG f000% 0530090, 048]
Hitroganedty: Tau' = 0,00, Chi* = 212, df = 2P = 0351 = b
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Fig 4 Eficacy ofIC% add-onto LAMAYLABA an symptoms: change from baseling in T score

A 45 0 05
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- Cai thién chirc ndng hd hap
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Tatal [35% CI) i 5285 100.0% 1066 [0.50, 0.87) L ]
Total vt 103 118

Heterogenety: Taw? = 0.00; Cht = 272, df= 4 P = 061 P= %
Test for ovaral efect 2 = 300 (P = 0,003)

Fig. 7 Eficacy of IC5 add-on to LAMA/LARA an mortality

nos 02 i B2
Favours tripls - Farvaurs LAMALARA




NC ETHOS: hiéu qua giam dot cap va tir vong do
moi nguyén nhan cua BUD/GLY/FORM so vé&i
LABA/LAMA & BN COPD




2155 Nghién ctpu pha lll, ngau nhién, mi déi, nhém song song
52 tuan tai 26 quéc gial?

T4t ca thubc diéu tri déu dung 2 1an/ngay qua dung cu hit MDI cdng nghé AEROSPHERE™

=
i
ShE T BUD/GLY/FORM* MDI (160/14.4/10) ug (N=2121)
LOC =
: -)
)
Z
BUD/FORM MDI (320/10) ug (N=2131)
| Giai doan mu doi :
F=T =" | | | | | | | I l ' ' Theo ddi diéu tri
1 2 3 4 5 e 7 g 9a 10 112 12 132 14 & panh gia dap ong
-4 0O 4 8 12 16 20 24 28 36 44 52 54thuée gian PQ

Tuan tham kham

* Ti Ié dot cap COPD murc dd trung binh — néng

 Thei gian dén khi tlr vong (do moi nguyén nhan)

eatments were administered BID. In the secondary analysis of the pri



Pic diem dan so6 trong nghién cirul

Dan soé >8500 bénh nhan COPD dang c0 triéu chirng, mrc d6 trung
nghién binh — nang
ciru!

Tién st 2 1 dot cap trung binh — ndng trong nam trwéc

y» Tudi 40 - 80
» Tién sl 1am sang xac dinh COPD va FEV,/FVC <0.70 sau test gidn PQ
Tiay chi ) FEV, 25% - 65% tri s6 dw doan
@3 tuyén » Pang hodc da tirng hat thube (=10 bao-nam)
BEnh™ I Trieu ching (CAT 210)

» Pang st dung =2 thuéc hit duy tri* cho COPD = 6 tuan truwédc thdi diém sang
loc

» Cac bénh hodc tinh trang nghiém trong khac ngoai COPD, bao gdm bénh
tim, réi loan hd hap, than kinh, than va noi tiét

Tiéu chi » Puwoc chan doan bénh hen
loai trir! 4 : .
» COPD do thiéu hut alpha-1 antitrypsin

) Co6 dot cAp COPD can st dung corticosteroid duo’n
trong vong 6 tuan trwde sang loc -

Al treatments were administered BID. In the secondary analysis of the primaa



BUD/GLY/FORM giam dang ké dot cap trung binh — ning
so vé&i liéu phap bé doi

NNT 3 NNT 7

Phong ngiva 1 DQT CAP TRUNG Phong ngira 1 DOT CAP TRUNG
BINH — NANG khi diéu tri cho méi 7

BINH — NANG khi diéu tri cho méi 3
bénh nhan trong 1 nam Vi o o bénh nhan trong 1 nam Vi
BUD/GLY/FORM vs. LAMA/LABA o 13 /o BUD/GLY/EORM ve. ICS/LABA
VS

(95% Cl 3,5)L
(95% Cl 4,18)2

VS.

o ] LAMA/LABA ICS/LABA

g )g RR: 0.76 RR: 0.87

3 c 95% CI: 0.69 t0 0.83 95% Cl: 0.79t0 0.9

E g L. p<0.001 1.08 p=0.003

= c

m <

a | 0.5 -

\(8 —E

B0

T o

- g 0 -

- GLY/FORM BUD/GLY/FORM BUD/FORM
14.4/10 ug 320/14.4/10 ug 320/10 ug >
(n=2120) (n=2137) (N=2134)

es. All treatments were administered BID. In the secondary analysis of the primag
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- Nguy co tr vong do moi nguyén nhan
cua BUD/GLY/FORM so véi LAMA/LABA 1

Thei gian dén khi tie vong do moi nguyén nhan

3_
LAMA/LABA (n=2120 o GlAM
. 9 /o So voi LAMA/LABA
‘@ 5 (HR 0.51, 95% CI: 0.33 to 0.80;
< unadjusted P=0.0035)*
Y
£ BUD/GLY/FORM (N=2137)
>
..E n
ﬂ* NNT 80
ﬂ;
Phong ngwva 1 ca tir vong khi diéu tri
o- : . : : . : : : : : . cho mo6i 80 bénh nhan trong 1 nam
0 4 8 12 16 20 24 28 32 36 40 44 48 52 BUD/GLY/FORM
vs. LAMA/LABA
Number of patients at risk: Weeks % Mortality (95% CI: 58 to 198)*
BUD/GLY/
FORM 2137 2136 2134 2131 2130 2127 2123 2122 2118 2112 21062103 2100 2075 1.4 (n=30)
WYVIRCTY 5150 2117 2112 2106 2100 2097 2095 2089 2086 2082 2077 2069 2067 2045 2.6 (n=56)

Kaplan-Meier plot for time to all-cause death (final retrieved dataset; intent-to-treat population).

Total percentage of patient deaths in each arm, up to and including We

1.4% for BUD/GLY/FOMR, 2.6% for LAMA/LABA 1
3 TT population

e is considered unadjusted owing to an endpointin the Type | error control testing hierarchy not reachi
ate dihydrate; LAMA/LABA, gl f




SU KHAC BIET GIFA CAC LIEU PHAP BO 3




Mot dung cu hit c6 thé thuan tién va hiéu qua hon khi

str dung nhiéu dung cu

Initial Pharmacological Treatment

Figure 3.7

Follow-up Pharmacological Treatment

Figure 3.9

> 2 moderate GROUPE
exacerbations or LAB A + LAM A*
21 leading to
hospitalization consider LABA+LAMA+ICS* if blood eos > 300
WV,

Bor i moderte GROUP A GROUP B
exacerbations .
(not leading to A bronchodilator LABA + LAMA*
hospital admission)

J V.

treatment

mMRC 0-1, CAT < 10 J

mMRC2 2, CAT 2 10 J

*Single inhaler therapy may be more convenient and effective than multiple inhalers; single inhalers improve adherence to

Exacerbations refers to the number of exacerbations per year; eos: blood eosinophil count in cells per microliter; mMRC:
modified Medical Research Council dyspnea questionnaire; CAT™: COPD Assessment Test™.

o IF RESPONSE TO INITIAL TREATMENT IS APPROPRIATE, MAINTAIN IT.

o IFNOT: « Check adherence, inhaler technique and possible interfering comorbidities
= Consider the predominant treatable trait to target (dyspnea or exacerbations)
— Use exacerbation pathway if both exacerbations and dyspnea need to be targeted
* Place patient in box corresponding to current treatment & follow indications

* Assess response, adjust and review

+ These recommendations do not depend on the ABE assessment at diagnosis

DYSPNEA

LABA or LAMA

LABA + LAMA*

+ Consider switching inhaler device or
molecules

+ Implement or escalate
non-pharmacological treatment(s)

+ Investigate (and treat) other causes
of dyspnea

FEV1 < 50% & chronic bronchitis

EXACERBATIONS

LABA or LAMA

if blead
205 2300

__) LABA+LAMA +ICS*

Azithromycin
Preferentially in former
smokers

*Single inhaler therapy may be more convenient and effective than multiple inhalers; single inhalers improve adherence to treatment
**Consider de-escalation of ICS if pneumonia or other considerable side-effects. In case of blood eos 2 300 cells/ul de-escalation is

more likely to be associated with the development of exacerbations
Exacerbations refers to the number of exacerbations per year




Vs. B6 ba m¢&

Liéu phap bd ba trong 1 dung cu hit lién quan dén
tang tuan thu dieu tri

Proportion of patients with treatment
persistence

1.0 4

0.8 1

0.2 -

0.0

HR = 1.365 (35% CI: 1.221 - 1.526)

I I
90 180
Time, d

A SITT A MITT

T
270

1
360

Ti 1é tiép tuc diéu tri voi liéu
phap b6 ba trong 1 dung cu hit
cao hon so v&i bdé ba mo tai
thoi diém 6 thang (80.6% vs
76.7%, p= 0.008) va 12 thang
(62.4% vs 53.8%, p < .001)

HR= 1.37 (95% CI=1.22-1.53; P<0.001)




Bo ba trong 1 dung cu hit lién quan dén

Vs. B6 ba mé

giam dot cap tot hon bo ba me

Cumulative incidence of moderate and
severe exacerbations
(%]

(& ]
1

e
1

(]
1

Giam
32%

so v&i b ba m&
(HR 0.68, 95%
Cl0.61, 0.77;

P=0.001)

I I
90 180 210
Time to exacerbation, d

— SITT — MITT

I
360

29.9% 0. 031

Tj & dot
cap trung
binh
Tj & dot
cap nang

33.5%;

11.6% 15.4%; 0.002

179.3
ngay

Thoigian  203.3 < 0.001
dén dot cap ngay
trung binh —

nang



Tw vong do moi nguyén nhan

Vs. Bo ba me

& nhom bé batrong 1 dung cu hit thap hon bdé ba mé

Cumulative incidence of mortality

6_

4]
1

=y
1

w
1

%]
1

—h
|

Giam 33%
so v&i bo ba mé
(HR 0.67, 95% CI 0.63,

0.71; P=0.001)

T
90

I
180
Time to death, d

= SITT ——~MITT

T
270

I
360




Khéi tri sém vé&i liéu phap bd ba lién quan den
giam nguy co’ dot cap twong lai

Dir liéu quan séat hoi ctru tir hé so sirc khoe dién tir & My*t

2.00 -
~ +
c 1.75 A
e
O 1.50 -
S
«@- 1.25
- L
o
- 1.00 A
O
+= 0.75 -
b.
Lo}
«O 0.50 A
(0)]
0.25 -
0.00 T T T T T T T T T T T 1
<1 1 2 3 4 5 6 7 8 9 10 11 12

Months to triple therapy

Bénh nhan tri hoan 1 nam khai tri vdi liéu phap bd ba
téng dot cap so véi bénh nhan khéi tri som voi ligu
phap bd ba trong vong 30 ngay sau dot cap®

*Adjusted mean number of COPD exacerbations (95% confidence intervals) during 12-month follow-up per 30
heir index exacerbation (= 2 moderate or =1 severe) would, on average, experi




Khéi tri sém véi ligu phap b ba lién quan dén
giam st dung nguon lwc y té va chi phi diéu tri

$45,000
$40,000
$35,000
$30,000
$25,000
$20,000
$15,000

Adjusted mean costs
during 12-month follow-up

$10,000

HH
HH
HH
W

I b o
X -

= Y I
P X -

=

$5,000
$0
<1 4 2 3 4 5 6 7 8 9 10 11 12
Months to Triple Therapy
—e— Total all-cause costs —s—Total COPD-related costs

Chi phi trung binh lién quan dén BPTNMT (d4 hiéu chinh) khéi tri
s&m voi lieu phap bo ba (trong vong 30 ngay sau dot cap) woc
tinh khoang $7535 ($7116-%$7595), so voi $9671 ($8642—
$10,802) bénh nhan tri hoan dieu tri bo ba trong 12 thang




Két luan
> Tac dong clia dot cap va ganh nang tir vong & BN COPD

> Liéu phap bd ba ICS/LABA/LAMA Ia diéu tri bang thudc cho

thay giup lam giam tr vong do COPD da dwoc chiyng minh’

» Liéu phap bo ba BUD/GLY/FORM ching minh duoc:

o Hiéu qua gidm dang ké dot cap so v&i cac diéu tri bo doi
ICS/LABA; LABA/LAMA”

o Nguy co t&r vong do moi nguyén nhan cua BUD/GLY/FORM
thap hon so v&i so véi LABA/LAMA”

> Liéu phap b ba trong mét binh hit giup lam tang tuan thu va
hiéu qua diéu tri so v&i liéu phap bd ba mé™’




CAM ON QUI BONG NGHIEP
DA LANG NGHE
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