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GIAN PHE QUAN KEP TRONG DPIEU TRI
COPD NHIEU TRIEU CHUNG:
Ca lam sang minh hoa & vai tro dung cu hit
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NOI DUNG TRINH BAY

1. S dung gi&n phé quan kép LABA/LAMA/COPD (ATS/GOLD)
2. Ca lam sang diéu tri COPD nhiéu triéu chirng v&i LABA/LAMA

3. Vai tro dung cu hit trong diéu tri COPD



Khuyen cdo LABA/LAMA

dieu tri COPD:

GOLD 2021, 2022, 2023
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K/c LABA/LAMA cho COPD nhiéu triéu

ching theo y hoc chirng cu

Bé&nh nhan cén nhiéu triéu chirng la xu thé cua
cac dot cap COPD

Phan tich doan hé hdi ctru cat ngang phan tdng bénh nhan theo murc dé khé thé,
bénh nhan cang cé nhiéu triéu chirng thi nguy co xuat hién dot cap trung binh
dén nang tang nhiéu hon so véi nhdm co it triéu chirng.
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» MMRC <2... mmMRC =2...

Ti lé kich phat trudc day

>4x I

Pbat kich phat trung binh Nhap vién Phong cap cuu, khong nhap
dén nang ~ vién

Funekar Y3, el al Polm Ther. 2006:2:58-T2.



Bénh nhan GOLD2 c6 mic do suy giam nhanh

chirc nang hé hap FEV,12

MIEN DICH LAM SANG
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1. Tantucci C, Modina D. Int J Chron Obstruct Pulmon Dis 2012; 7: 95-99; 2. Welte T, et al. Int J Clin Pract; 2014; 69:336—349



KHUYEN CAO ATS 2020

ATS 2020: Guideline on management of COPD

MIEN DICH LAM SANG

; : Strengthof ~ Certainty of

RICO question Recommendation Recommendation  Evidence
1 In patients with COPD who complain' In patients with COPD who complain of dyspneaor ~ Strong Moderate
of dyspnea or exercise nfolerance, 1S exercise intolerance, we recommend LABA/LAMA certainty
Inaf combination therapy over LABA or LAMA
more effective than and as safe as | monotherapy. C

LABA or LAMA monotherapy?

O

ATS, American Thoracic Society; COPD, chronic obstructive pulmonary disease; FEV,, forced expiratory volume in 1 second; ICS, inhaled corticosteroid; LABA, long-acting B,-agonist; LAMA, long-acting muscarini
Nici L, Mammen MJ, Charbek E, Alexander PE, Au DH, Boydet CM, al. Pharmacologic management of chronic obstructive pulmonary disease. Am J Respir Crit Care Med. 2020;201:e56—€69.

ic antagonist




KHUYEN CAO ATS 2021

PRACTICE GUIDELINES

Treatment of Chronic Obstructive Pulmonary
Disease: Guidelines from the American Thoracic
Society Key Points for Practice

For symbibmati OP[3, ‘combination LABA/LAMA therapy is

© 4o Phyei _w_ - recommended over monotherapy because of reduced exacerbations and
Am Fam FPhysicid (1):102-103 ) ) : . .
hospitalizations and improvements in dyspnea.

@ PDF # Print E Comments

« Maintenance oral corticosteroid therapy does not appear to iImprove outcomes in COPD, but it

does increase adverse events.
» Long-term oxygen therapy reduces mortality in patients with COPD who have severe hypoxia and

a resting oxygen saturation of 88% or less.

Presentation title, date, author 7



\N_ f_f_zﬁf Lwa chon thudc diéu tri ban d3u theo phan nhém ABCD )
Nhom C Nhom D
LAMA
2 2 dot cap vira hodc 2 LAMA LAMA+LABA *
1 ﬂD’t fép nhép 'u'iéﬂ |CS+|.ABA**
* Xem xét khi triéu chimg nhidu (CAT > 20)
** Xem xét néu BCAT mdu > 300/mel
Nhom A Nhém B
0-1 dot cap vira, khing
c0 dot cip nhap vicn SAMA hoiic SABA LAMA hoiic LABA
mMRC 0-1
CAT< 10 ”;TTRE fﬂz

MIEN DICH LAM SANG

, NHOM E
22 dot cap
trung binh hodc LABA + LAMA *
=1 dgt cGp
nhép vién . . )
Can nhac LABA + ICS khi eos >= 300
) NHOM A
0-1 dgt cap
trung binh Thuéc
(khéng .~ X
ot gian phé quan
mMRC 0-1, mMRC =2,

CAT <10 CAT 210

*Phdc dé dung mot thiét bi hit cé thé thudn tién va hiéu qud hon phéi hgp nhiéu thiét bi

LABA: cuding 3, tac dung kéo dai; LAMA: khdng muscarinic tdc dung kéo dai; ICS: corticosteroid dang hit; eos: s6 lugng bach
cdu di toan trong méu; mMRC: BS cbu héi stia d6i cia HOi ddng Nghién Ciiu Y khoa Anh ; CAT: bd cbu hdi ddnh gid COPD



Muc tiéu diéu tri COPD

e Giam triéu ching Ci:
iam

e Cdi thién kha nang gang sirc A ]
' 5 8Nt triéu chwrng

* Cai thién tinh trang strc khoe

* Ngan chan bénh tién trién >
Giam nguy

* Phong nglra va diéu trj dot cap o’

* Giam nguy co tir vong

© 2023 Global Initiative for Chronic Obstructive Lung Disease
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IR 50 vGi tiotropium & bénh nhan GOLD 2-31

) Tiotropium/olodaterol Respimat gitp cai thién 52% t/c kho thd

MIEN DICH LAM SANG
HOMC Somsty of \lleryes ar 1

Su thay doi vé tinh trang kho tho sau 12 tuan
theo chi so kho tho Mahler TDI*

CAI THIEN

1.14 Ti otropi um So vé&i tiotropium 1*
(N=385) (p<0.01)

Két qua thu duoc tur phan tich bénh nhan COPD trung | binh dén nang (GOLD 2- 3) trong nghién ciru OTEMTO.

+Duoc do bang chi sb khé tho I\/Iahler TDI trong 12 tuan diéu tri. Su gia tang diém sd Mahler TDI cho thay su cai thién cua triéu chirng khé tho. Su thay ddi 1 don vi trong
diém TDI duoc xem la co y nghia vé mat 1am sang 2

*Dit liéu duoc trinh bay 1a két qua trung binh cta toan bd dan sd?

1. Singh D, Ferguson GT, Bolitschek J, et al. Respir Med. 2015;109:1312-1319. (OTEMTO)
2. Witek TJ, Mahler DA. Eur Respir J. 2003; 21: 267-272.



N TIO/OLO = luyén tap thé lwc giUp ting kha niing van ddng, ging sirc

Va cai thién triéu ching tét hon so véi placebo?

MIEN DICH LAM SANG

: Q TIEU CHIi PHU:
Thoi gian dung nap gang stec khi di Khoang cich di bd sau 6 phut b&i bai kiém tra
bd nhanh, tai tuan 812 di bd 6 phat (6WMT), tai tuan 81

Test di b 6 phat (6BWMT)?

o @ OISO

Di v&i toc do ty Di xa nhat cé thé
nhién

Khoang cach dat
duwoc sau 6 phut

2

Ting thoi gian dung nap gang sirc? Tang khoéng cach di by 6 phut*

PAN
+21 metres

P=0.034

1.  Troosters T, et al. Am J Respir Crit Care Med. 2018.
2.  AnneE, et al. Breathe (Sheff). 2015;11:128-139;



Cai thién chat lwong cudc song

MIEN DICH LAM SANG
HOM 1

» RCT, N =1078 BN chuwa tirng dung LAMA,LABA, ICS

> Tiotropium/Olodaterol gitp tang chat lwong sdng tot hon Tiotropium (p=0.0096)

> Gan 60% bénh nhan khéi tri Tiotropium/Olodaterol thay déi diém SGRQ =4 co
y nghia trén lam sang.

Chénh léch diém SGRQ Tilé BN thay doi

0 T SGRQ 2 4 diém

= Tio Tio/Olo

2 0 70 4 OR 1.54; p=0.0007

2 59.6
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Buhl R, et al. ATS 2019:A7098/P520



Tiotropium/Olodaterol RESPIMAT

¥dgiam nguy co dot cap mirc dé trung binh dén nang

MIEN DICH LAM SANG
HOME § ¥

Phan tich hau kiém gdp t cac RCT trén 9942 BN:
. Tiotropium+Olodaterol giam 14% dot cap can nhap vién va 11% dot cap mirc dd trung binh
/Inang so vo&i don trit

- Ngoai ra Tiotropium+Olodaterol giam 20% dot cap trung binh/ndng can dung corticosteroid
toan than 2

Tiotropium+Olodaterol giam 14% dot cap can
nhap vién vs Tiotropium

Tiotropium+Olodaterol gidm 11% dot cadp murc
do trung binh/nang vs Tiotropium

Moderate/severa N Exacarbations N
——— o W W0 Pem Rk IDwmb leading fo Pvilie  RateratioTO versus o
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All patients® 447414958 08 084,085 00003 HH Al patients 0T 44088 U 075,00 o —

0 ffal 088 0.15,1.27 03540 — 0 BT o 054180 0800

0o 1 madeniy g 010 1 modsrae . ol

o 2080050 0% 08208 007 e 0o AN 08 OB AM6 05

2 2 moderaie o - 22 moderate or =

»1 seven amoatetin 10852008 084 082087 008 s 2! 2 { everm st {GBER00R 08 070 100 00541 l |

Rateratio (5% C

T Reterato@5%C) | 05 erlo@ERC)
0 — — ! FawusT/0  Favourstio

Favours IO Favours fio

1. Wedzicha J.A., et al. Adv Ther. 2020;37:4266—4279

2. Calverley P., et al. Lancet Respir Med. 2018;6: 337—44



MIEN DICH LAM SANG

* Phan tich network meta-analysis 22 nghién ctru; N = 12136 bénh nhan COPD.

» Tiéu chi nghién cru: diém IBiS* cho biét thir hang cia mét LAMA/LABA FDC ve tinh hiéu qua va an toan.
Dwa trén: thay déi FEV1 day so v&i ban dau, TDI, SGRQ, nguy co bién cd bat loi vé tim mach.

A/F 400/12 G/F 14.4/9.6 G/l 15.6/27.5

FEV,

— Két qua: So vé&i cac LAMA/LABA khéc,
Tiotropium/Olodaterol c6 diem so hiéu qua va an toan
cao nhat IBiS = 66,83%

SGRQ G

CV SAEs CV SAEs CV SAEs

U/V 62.5/25

G/1 50/110 T/O 5/5

* Diém IBiS ctia méi LAMA/LABA FDC la két hop 4 diém SUCRA
trén mét biéu dé6 mang nhén (radar chart), ti Ié phan tram dién tich -
chiém bé&i biéu dé nay cang Ién thi LAMA/LABA d6 c6 hiéu qua
va an toan cang cao.

Diém SUCRA ciia méi bién s6 (FEV1 déy, TDI, SGRQ, d6 an toan
tim mach) bang 1 khi LAMA/LABA xép thir hang tot nhat va bang 0 T/O 5/5 (66,83%) » G/I 15,6/27,5 (40,43%) > U/V 62,5/25
néu xép hang kém nhat. (30,48%) = A/F 400/12 (28,44%) > G/l 50/110 (19,95%)

> G/F 14,4/9,6 (11,50%

Rogliani P., et al. Pulmonary Pharmacology & Therapeutics. 2019;59:101841



CA LAM SANG COPD NHIEU
TRIEU CHUNG

MO TA CA LAM SANG




CA LAM SANG

MIEN DICH LAM SANG

Bénh nhan nam, 1979, lam vuodn, khong chan nudi, khong truc tiép X1t

thudc sau ray.
Tién can hut thudc 14 # 20 gdi — nam/ 25 ndm

Bénh su: ho dai déng # 2 nam; tung dot, ho c6 dam it - tang dan, nang
nguc, kho tho, gid1 han van dong, mic do nang cua ting dot tang 1én,

kham va diéu tri BVCR tir 11/2022

Ngudn: BA ngoai trd BVCR — MSBN: 220714814



CA LAM SANG (tt)

MIEN DICH LAM SANG

Bénh nhan duoc kham & kiém tra tong quat cac xét nghiém 6n dinh, X-

quang phoi binh thuong, chirc nang ho hap (kém hinh)
Thang diém mMRC: 1, ¢6 lac 2

Yéu t6 hen: khong co

Ngudn: BA ngoai trd BVCR — MSBN: 220714814



CA LAM SANG (tt)

MIEN DICH LAM SANG
HOME Somer, " Alerges an I

Post- test 3,98 2.8
106% 80%

%change 9% 7%

Zscr 0,48 -1.55

Ngudn: BA ngoai trd BVCR — MSBN: 220714814



CA LAM SANG (tt)

MIEN DICH LAM SANG

Piéu tri: trong dot kham dau tién 11/2022 ¢o khang sinh, khang viém,
long dam, din phé quan SABA/SAMA khi can va ICS/LABA, triéu

chirng bénh nhan c6 giam nhung tai phat nhanh.

[ 2 suppsoNI ¢ FORMOTEROLE

A S | 20 ) ot
| Mt ml\..fw,\c.:m: 1O 2 1Y, SOC HONG SAU IT THUOE T

Ngay 9/3/2023 BN kham lai véi |

Muhy 11 thimg || niim 2022
¢ of didw tr)

COong Mhoan

triéu ching nhiéu hon: ho dam duc, . v i 0 TUC!  tpratropiumsFenoterol
HENH NHAN

UT THUOC LA

kho khe, kho the khi ging strc, i Nousoiul

N KNG PRAE 1222002
Nguan(@lM@Qu%v@ —MSBN: 220714814 CNOL T s 171172022 07100,00



Base 284 191 401
(64%) (50%)

Post- 3.0 2.13 427

test (68%) (56%)

%change 6% 11% 6%

Ngudn: BA ngoai trd BVCR — MSBN: 220714814

Selected indices of the best bl

Index Base %
FEV1 1911

FVC 2.84 |
FEV1/FVC 67%
PEF 401 |/min
FEF50 117 /s
FET25-75 1.19s

Measured values that are betweer 4
Relaxed: Variation is based on VC

Predicted Source: Japan - Vari
Results at BTPS.
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CA LAM SANG (tt)

BN dwoc chi dinh GPQ KEP LABA/LAMA & SABA/SAMA khi cén,

long dam, khang sinh, khang viém 1 tuan
Két qua diéu tri sau 1 thang:

Lam sang: khoe nhiéu, 1am viéc binh thuong, hét ho, khong khac dam,

hét kho khe, phoi hét ran
BN duoc diéu tri duy tri véi LABA/LAMA, thay doi 16i song.

Ngudn: BA ngoai trd BVCR — MSBN: 220714814



CA LAM SANG (tt)

MIEN DICH LAM SANG

Lan tai kham sau 4 thang tiép theo:
- Lam sang: on dinh, khong c6 con kho kheé trong 3 thang qua, khong

khac dam, thé luc va moi sinh hoat g?m nhu binh thuong.

- Chtrc nang phoi: (kém hinh)

Selected indices of the best blows
> ~ Index Base %Prod Zscr Postl  Wbrod WeN  Zeer
QLR T IR
None VAN e’ reva 2.8 | 7% Lin LR L 10%
.Aoo ™ oy 4 “ T MALaks » 1041 " g ”» :
S TTh~ Worgre LT T, ! ’ ’ v nre 169 Ny "
o~ Ny v On e o R ' FEVE/IVC 75% T 0% 100 5
...'..‘"‘”M;‘O.'.: - AL l ~rr 478 UV'rwn N9 %, S50 UVrmin 100%. 19%%
Al
' Ferso e b Uy 2% .16 "y, ™
e e e FET25-25% 0.58 » 051 s 42%,
orrmal values

WL o e LA LTS L S —.
are Detween brackets are abi

LT
¢ NI e Measured values that
on VO Forced: Varation % Dased on FiEV)

LETo I~ ;.0 ;0-. l..\ -
Relaxed: Variation is based
. pa 1 ’ —_ . Predicted So UL [ B VYT NI Ty — 120 vears. Jacsanie<n O
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SO SANH KET QUA CNHH

TRUOC & SAU PIEU TRI

Base 284 | 91 UYTE Sase  3.84 -
3 ) -~

Post- 3.0 2.13 427 Post- 3.69 BNk 550
FVC 27%

- - Gl

%change 6% - 6% %change -4% - 15%

MIEN DICH LAM SANG
HOME Sassery of 3 L

Nguodn: BA ngoai trd BVCR — MSBN: 220714814



NHAN XET CA LAM SANG

- Chi dinh GPQ t6i vu chua?

- Lwa chon dung cu hit phu hop khong?

Thé nao 1a lwa chon dung cu hit ding?



Vai tro dung cu hit
trong COPD
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Muc tiéu quan trong clia cac thudc dang hit 1a tdi wu héa lwong thudc dén phdi,
ké ca duwdng thé nho ngoai bién @2

C6 nhiéu yéu to anh hwéng den lwong thudc lang dong & phoi @

« Phan suat hat min * Lwu lwong hit

» Téc d6 dong khi dung p )J. » Lwc hit

« Thoi gian ton tai khi [ | \ « Ky thuat (th&i gian hit
‘)\. //‘} \ / < 3 e - >

dung \ [ ] | vao @), th&i gian nin thé)

« Khang lwc cua dung cu o '

Pac tinh cua thiét bi Pic diém cua bénh
phan phoi thuoc nhan COPD

2. Adolfo Baloira, et al. International Journal of Chronic Obstructive Pulmonary Disease 2021:16 1021-1033
3. Holsbeke C.V., et al. http://dx.doi.org/10.1136/thoraxjnl-2014-206260.366



Kich thwéc hat

Cac hat kich thwéce 1on sé

lang dong & ving hau hong.

Bé hat di chuyén vao sau
trong phai, hat can co kich
thwée thich hgp dwéi 5 pm

Kich thwéc hat:
nhé hon 5 um

Toc dé dong khi dung

Néu dong khi dung di
chuyén qué nhanh sé kho
di qua khtc cong hau
hong, dan dén thudc khong
dén phdi ma bj lang dong &
hau hong

[Téc dé dong chém}

MIEN DICH LAM SANG
e

Th&i gian ton tai khi
dung
Néu dong khi dung ton tai
trong thdi gian qua ngan
thi bénh nhan khéng du
thoi gian dé phdi hop
déng tac va hit vao

[ Thé&i gian ton tai ]
honls

Ganderton D. J Aerosol Med 1999;12(suppl1):S3—S8




Khang lwc va kha nang hit cua BN

MIEN DICH LAM SANG
e

« M@i dung cu hit cé khang lwc khac nhau
« Cac binh hut bét kho co khang lwc cao hon Respimat va pMDI
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- 10 €0 30 100 120 Turbohaler @ Diskus
_ . Ellipta® @ Breezhaler®
Flow rate achieved (L/min) . e
Genuair Respimat

Ciciliani A, et al. Int J Chron Obstruct Pulmon Dis 2017; 12: 1565-1577



2 Dung cu hit bot kho (DPI) yéu cau luc hit dd manh dé
Bl tach hoat chat khoi chat mang va di chuyén dén dich

diéu tril2

Tach hoat chat khéi chat mang

Dong khi téi wu . -: o=

®oq © ® goo
luu Iwong 260 L/phit m—— ‘ . W .
yng 260 L/p e A
Dong khi thap —, & ,_,l( d
lwu lwong <60 L/phat 5 " e

1. Yang J, Wu C-Y, Adams M. Three-dimensional DEM-CFD analysis of air-flow-induced detachment of API particles from carrier particles in dry powder inhalers. Acta Pharma Sin
B. 2014;4(1):52-59.

2. Telko MJ, Hickey AJ. Dry powder inhaler formulation. Respir Care. 2005;50(9):1209-1227.



fé‘ lE. N E-‘f;} H\
q}h

. @ | Benh nhan COPD nhe ciing ¢ thé
N4 CO luu lugng hit thap (sPIF)1

MIEN DICH LAM SANG
1 { it

bénh nhan COPD nhe st dung
dung cu khang lwc cao co thé
khéng tao duwoc lwu lvong >
60L/phut

b 60~
?f

n=35

sPIF: sub-optimal peak inspiratory flow

1. Jarvis S, Ind P, Shiner R. Inhaled therapy in elderly COPD patients; time for re-evaluation? Age and Ageing. 2007;36(2):213-218.



Ca_ Dung cu RESPIMAT dugc thiét ké déc d4o gidp

#¥%4 thubc I13ng dong vao sau trong phdi

MIEN DICH LAM SANG
HOM: Z

. ) So sanh phén bé thudc giira DPI va Respimat

« Respimat khGng yéu cau lwc hit gang
slrc

« Hiéu qua phan phdi dén phdi cao hon
DPI va pMDI (51.6%)

« Toc dd phun swong cham, thoi gian
ton tai swong lau (1.5 giay)

Ty Ié hat c6 kich thwéce ly twédng cao
(77%)

 3thao tac don gian moi ngay: XOAY — ]
MO - AN DPI Respimat

Ciciliani A, et al. Int J Chron Obstruct Pulmon Dis 2017; 12: 1565-1577

Pitcairn G, et al. J Aerosol Med. 2005;18(3):264-272

Newman SP. Eur Respir Rev 2005;14:102—-108

Newman SP, et al. Chest 1998;113;957-963

Adapted from Hochrainer D, et al. J Aerosol Med. 2005;18:273—-282. Boehringer Ingelheim: data on file



& Ti 18 thanh cong trong Ian dau st dung dung cy

hit Respimat kha cao (60%) trén bénh nhanCOPD!?

MIEN DICH LAM SANG

Success rate at first attempt was significantly higher with Respimat® compared with both Genuair® and Breezhaler®

100

90 - p<0.05

80 - ‘ p<0.0001

I

gg /0 60
£9 60 -
£3 50 43
g5 40 -
25 30 -
R
n 20 - 11

10 -

. =
Respimat Genuair Breezhaler

*Success was defined as an effective actuation. DPI, dry powder inhaler; NS, not significant.
1. Dal Negro RW, Povero M. Multidiscip Respir Med 2016; 11: 7.



MIEN DICH LAM SANG
e

Theo GOLD mét sb van dé lién quan dén dung cu phan phdi thudc:

« Trung binh hon 2/3 b&nh nhan cé it nhat 1 16i khi dung dung cu hit

« M6t nghién clru quan sat tién ctru, thiét ké chat ché & bénh nhan COPD sau khi xuat
vién cho thay chi c6 23% tuan thu str dung DPI dung cach

- Khéng c6 dung cu hit ndo tranh khoéi yéu cau phai giai thich va biéu dién cho
ngwei bénh, ciing nhw dinh ky danh gia ky thuat hit cua ho.

..... ‘ ‘ It is essential to provide

s instructions and to
Dis=zise demonstrate the proper
S < inhalation technique when

%&/\: prescribing a device, to
- o ensure that inhaler technique
e Is adequate and re-check at

CHRONIC OBSTRUCTIVE PULMONARY DISEASE each visit that patients
continue to use their inhaler

correctly

GOLD 2022. Issues related to inhaled delivery



KET LUAN

» Phoi hop LABA va LAMA, trong d6 Tiotropium + Olodaterol gidp

taing FEV1, giam triéu chirmg, giam nguy co dot cap so véi don tri
» Lua chon dung cu hit trong gép phan 16n vao diéu tri thanh cong

* Respimat tao dong suwong hat min ton tai 1au, di chuyén cham va

phU hop cho phan 16n BN ké ca nguoi gia yéu, giam luc hit

» Hudng dan st dung véi k¥ thuat hit DPUNG va dinh ky danh gia lai

BN I3 can thiét







Tran trong cam on su theo doi
cUa quy déng nghiép

MIEN DICH LAM SANG
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