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Xin cho biét Quy bac si da tirng cap nhat

khuyén cao dieu tri Hen theo GINA 20197

A.Chuwa co co hoi dwoc cap nhat
B.Cé nghe qua nhwng can thém théng tin
C.Pa dwoc cap nhat va nam ro

D.Da doc ban GINA 2019 tiéng Anh



NOI DUNG TRINH BAY

» Thong diep chinh tw HOi nghi HOi HO hap Chau Au (ERS)
2019 vé hen

» Thwc trang dung qua mirc SABA va duwéi mire ICS

» Lieu phap mot b“lnh hit khang viém-cat con: gidi phap
hiéu qua cho diéu tri hen



Thang diép chinh t&r Hai nghi Hoi
H6 hap Chau Au (ERS) 2019 vé hen



Théng diép chinh tr ERS 2019 vé quan ly
va diéu tri hen

« SABA don thuan: cat con tam thi, nguy co két cuc xau
vé sau néu dung qua muc
« |CS:
— Kiém sodat triéu chirng, gidm dot cap, gidm nhu cau dung SABA
- giam tr vong
— Giam thiéu tac dung bat loi cia SABA
— Dung dung thoi diém va diéu chinh theo nhu cau quan trong
hon lieu cao ICS
 Bé&nh nhan: tuan tha dtri gidam dan theo thoi gian, dung
thudc khi co triéu chirng



Théng diép chinh tr ERS 2019 vé quan ly
va diéu tri hen

« GINA 2019:
— Muc tiéu d.tri cua bn khac cua GINA
— Thay déi dang ké khi da co da bang chirng
— Théng diép nhat quan: | triéu chirng va |
nguy co
— Ap dung duoc cho tirng bn hodc co sé' y té
hoac quoéc gia khac nhau

— Khéng nén chi dinh SABA don thuan

— SABA hodac FABA: “chat chuyén ch® ICS”
— ICS/FABA: giam viém + gidm co that pg



Thwc trang dung qua muc
SABA va duwoi muc ICS



Theo quy bac si, viec bénh nhan hen dung SABA qué
murc (2 6 nhat salbutamol/ngay) c6 phai la yéu to
nguy co cho dot cap hen hay khong ?

A.C6

B. Khong



Ti 1& s dung thudc cat con cao nhwng
ngwa con thap
Nghlen ctru doi thwe & 2467 BN hen tai 8
quoc gia Chau A TBD 2014-15

Loai thuoc diéu tri S6 bénh nhan (%)
Khong 302 (9,1)

Cat con dang hit 1171 (35,3)
Ngwra con dang hit 549 (16,5)

Thudc udng 789 (23,8)
Thudc déng y 250 (7,5)

Khac 257 (7,7)

Price D et al. Journal of Asthma and Allergy 2015:8 93-103
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39% bénh nhan hen tai Uc dung
thuoc cat con don thuan

% c&n cham soc khan cap trong s6 1038 bn chi ding thudc
cat con trong 12 thang qua tai Uc

70 A o ,
23.3% can cham soc

60 mATC <20 ®mACT=20 khan cap
20

40

42.1
34.4
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20 16 13.4
10 7.6 52 52
. . - - d

B4t ky cham s6c Kham khan cép Céap clru Nhap vién
khan cap

Reddel HK et al. BMJ open 2017;7:e016688



35% bn hen tai Anh khédng dung thudc méi
ngay

18 to 54s

Kaplan-Meier failure estimates
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Bloom et al. Thorax. 2018;73:313-320



Ty 1& hen KSHT thap khi khéng dung thudc
ngwa con lién tuc

Chi 50% dung thudc ngira con lién tuc 12 thang

70 - OR 12.9, 95%CI| 4.7-35.7
60 - : :
50 ® Dung nglra con
lién tuc
40 - 62.3% Dung ngtra con
30 - khong lién tuc
20 -
10 - 11.3%
0

n=53 n=53

NV Tho, LTT Lan et al. Public Health Action 2012:2:181-185



Ti 18 tai kham gidm dan qua 5 ndm tai ACOCU
BVDHYD TPHCM

303 343 35.7
23.9 28.1

Baseline Month3 Month6 Year 1 Year 2 Year 3 Year 4
n=1329 n=1101 n=882 n=769 n=436 n=309 n=196
58% 33%

B Uncontrolled Partly controlled m Controlled

Defined by the criteria of GINA 2016; unpublished data



Tai sao bénh nhan thwdng str dung SABA?

Thudc diéu tri hen hang dau (first-line) trong hon 50 ndm

Gidm triéu chirng nhanh chong = bénh nhan dwoc cliing cd niém
tin

« Giaré

« Khdng can bac si ké don

 Thwdng duwoc dung ngay tw khi con nho
 Dung nhiéu trong bénh vién khi co dot cap

Reddel et al. Eur Respir J 2019;53:1901046



Tai sao bénh nhan it str dung ICS?

Nhiéu hwéng dan quoc gia: chi dung ICS khi triéu chirng
> 2 ngay/tuan

Khéng cam nhan hiéu qua tlee thi

Pat tién

Bénh nhan nght khong can thiét: “t6i c6 thé kiém soat tot
hen bang thu6c cat con”

So tac dung phu

So |é thudc thudc

Reddel et al. Eur Respir J 2019;53:1901046



Hanh x& cda bn v&i bénh hen

Phéng van 509 ngwoi Ién bi hen it nhat 1
nam tai Dan Mach

86% du tiéu chuan dung ICS nhwng chi c6
67% dwoc bac si chi dinh

68% bn tw diéu chinh liéu ICS ma khéng
bao trwdc cho bac si

> 50% tw gidm liéu ICS khi co it tr.chirng
59% biét can tang lieu ICS khi tr.chirng tré
nang nhwng chi c6 23% lam thé

Ulrik CS et al. J Asthma 2008;45(6):507-511



Baq nhiéu % bénh nhan Hen dwoc quy Bac si
dieu tri voi ICS hoac ICS/LABA moi ngay +
SABA cat con khi can (lieu phap 2 binh hit) ?

A.< 25%
B.25% - 50%
C.50% - 75%
D.> 75%



Pai twong ¢d khuynh hwéng dung thudc cat
con, it dung ngwa con

Tré tudi (< 35 tudi)

N > nam

Trinh dd van hoa thap (< 1&6p 12)

Trao ddi théng tin gitra bac si-bn khong tot

Bénh hen nhe

ICS trong mot binh hit riéng

Barnes CB et al. Respir Care 2015;60:455-468



Nguy co cua viéc dung SABA thuwdong
Xuyen
Gidm hoat ddong thu thé Beta-2

Gidm sy bao vé phé quan
Gidm gian phé quan
Tang phan trng di trng

Tang viém phé quan lién quan bach cau &i toan

Hancox. Clin Rev Allergy Immunol. 2006;31:279-88



Hau qua dung SABA don thuan

« 24% tat ca dot cap, 60% dot cap nhap
vién la do tuan thu kém

Yéu t6 tdng nguy co tlr vong do hen
Tirng bi dot cap nang can dat ndi khi quan
Nhap vién hodc cap ctu do hen trong ndm qua
Pang ding hodc méi ngwng corticosteroid uéng

Hién khndng dung ICS

Dung SABA qua murc, nhat 1a > 1 6ng hit
salbutamol moi thang

Williams LK, et al. J Allergy Clin Immunol 2011;128(6):1185.e2-1191.e2
GINA 2019



SO nhat cat con trung binh moi ngay tién doan nguy
co dot cap twong lal
C6 dot cap nang so v&i khéng cé dot cap nang/6

thang téi: so nhat cat con trung binh/ngay trong 2
tuan dau 5.5 £ 9.7 (n=45) so voi 1.8 £ 3.3 (n=102)

So6 nhét cat con OR dot cap trong 6
trung binh moéi ngay |thang téi

trong 2 tuan qua
6 nhat so v&i O nhat 2.00

Tang moi 2 nhat/ngay 1.24 (P=0.006)

Patel et al. Clinical & Experimental Allergy 2013;43:1144—-1151



Kha nang (OR) dot cap tang khi s6 binh hit cat
con vwot nguong

Ngwéng toi
wu

Tré em
(n =25048)

=3 binh hit
/12 thang
=2 binh hit
/3 thang

Nguwoi lon
(n=8745)

Nhég
vién/cap
clru
1.80

(1.60, 2.02)

1.84

(1.57, 2.15)

Dung
cort’icoid
uong
1.38

(1.28, 1.50)

1.15

(1.03, 1.28)

Nhom bénh nhan c6 kha nang cao bi dot

cap = dbi liéu phap

R.H. Stanford et al. Ann Allergy Asthma Immunol 2012;109:403-4G7




ICS gilip gidm dot cap
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HR 0-54 (95% C1 0-34-0-86) HR 0-60 (95% C1 0-39-0-93)

O R e LA O

2 ! 1 2

&

Number at risk Time (years) Time (years)

Placebo 1082 932 : 836 797 766 409 779 746 711 671 371
Budesonide 1102 978 880 * 814 457/ 951 794 740 715 691 352

Reddel HK et al. Lancet 2017;389:157-166



80-90% hiéu qua lam sang toi da cia hen dat
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Beasley et al. ADJRCCM 2019; 199:1471-1477



MOoi lién quan gitra SABA hodc ICS va tj 1é
t&r vong

Theo GINA: khdng duing liéu duy tri ICS va lam dung
SABA - nén viém khéng dwoc kiém soat tot > tang
nguy co ti vong do Hen
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Ong SABA/thang/20,000 pg* Binh xit 1CS/nam?

Suissa S et al. Am J Respir Crit Care Med 1994;149: 604-10
Suissa S et al. N Engl J Med 2000; 343: 332-6



MOi lién quan gitra ti sO SABA/ICS va nhap
vién tai Anh

— Monthly admissions

==+ Salbutamol / ICS ratio
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Gonem et al. Thorax 2019;74:705-706



Lieu phg’\p moOt binh hit khang
viém-cat con: giéi phap hiéu
qua cho diéu tri hen



Muc tiéu dai han cuta diéu tri
hen theo GINA 2019

1) Kiém soat tot triéu chirng hen va duy tri
kha nang hoat déng binh thwdng

2) Giadm thiéu nguy co trong twong lai gom
t& vong do hen, dot cap, gidi han luéng

khi dai dang va tac dung phu cta thudc



Theo GINA 2019, thudc gidm triéu
chirng (cat con) wu tién cho hen tr bac
3 - 5 1a thudc nao?

A.SABA

B.Formoterol
C.ICS/Formoterol

D.Ca SABA va ICS/Formoterol



Piem mé&i trong diéu tri hen bac 3-5 ctia GINA 2019

Thay déi

Lwa chon thudc

Thudc diéu tri duy
tri wu tién

Thudc diéu trj duy
tri khac

Thudc giam triéu
chirng wu tién

Thu6c giam triéu
chirng khac

GINA 2018
Bac 3 Bac 4 Bac 5
ICS/LABA Uu tién phéi hop
ics/LaBax* 1G5/ n ph
je 3 Lieu trung tiotropium,** anti-IgE,
Lieu thap
b‘lnh/cao anti-IL5/5R*
ICS liu T8/cao; Thém tiotropium™* ¥ ppap o gy thép
ICS liéu thGp+LTRA ICS liéu Thlcao
(hodic + theoph*) +LTRA
(or + theoph*)

SABA khi can hoac
ICS/formoterol liéu thap khi can #

GINA 2019
Bac 3 Bac 4 Bac 5

Lieu tha Liéu trung binh Ligu cao

P g ICS-LABA
ICS-LABA ICS-LABA * thém tiotropium, anti-
IgE, anti-IL5/5R, anti-IL4R

ICS liéu TB hodc ICS liéu cao + thém Thém OCS liéu thép,
ICS liéu thGp+LTRA tiotropium hodc

Itru y tdc dung phu
thém LTRA #

ICS-formoterol liéu thap khi can**

SABA dung khi can

*Khong dung cho tre em <12 tudi )
** D voi tre 6-11 tudi, thube diéu tri duy tri wu tién & ba 3 1a ICS liéu trung binh

#Cho bénh nhan sv dung liéu phap BDP/formoterol hoac BUD/formoterol duy tri va gidm triéu chirng

+Tiotropium |a thubc diéu tri cong thém dbi véi bénh nhan = 12 tudi c6 tién sw dot kich phat

Adapted from GINA 2019, www.ginaasthma.org

Bud/For (Turbuhaler) duy tri va gidm triéu chirng dwgc chi dinh trén bénh nhan he
Vui long tham khao théng tin Bud/For dwgc BYT phé duyét tai Viét Nam.

1 ICS-form liéu thap la thubc gidm triéu chirng cho bénh nhan
dang dung liéu phap bud-form hodc BDP-form duy tri va gidm
triéu chung

# Can nhéac thém liéu phap HDM SLIT cho bénh nhan man cam

kém viém mdi di ¢ng va FEV >70% so voi dy doan

n2 129 3 Fited from ERS 2019



Giai phap cai thién mirc do kiém soat hen
« Ap dung GINA vao thwc hanh tai co sé y té
- D liéu phap: SMART giam dot cép tét hon ligp
phap truyén thong

» Tang co hoi dung ICS dé diéu tri hen, han ché
dung SABA don thuan

— Ban véi bénh nhan dé chon liéu phap phu hop

—Pon gidn hoéa liéu phap: Két hop ngira con va cat
con trong mot binh hit



LP mot binh hit so voi 2 binh hit

Ngtra con Cat con
1 x 2 hoéc 2 x 2 Dung khi can

Lieu phap
2 binh hit
(LP Truyén
thong)

Lieu phap 1
binh hit
(LP SMART)




Bud/for kh&i phat tac dung
nhanh twong dwong salbutamol

(O~ Budesonide/formoterol 320/9ug 2 hit/lan
- Salbutamol  100ug 8 nhat/lAn

phUt "’.»

/ No significant between-group difference

FEV, (% cai thién so v&i trwdce hit thude)

I Thoi gian k& tir khi hit thubc (phat)
Hit thuéc nghién ctru
Balanag et al. Pulmonary Pharmacology & Therapeutics 2006; 19:139--147



Kiém soat hen toan dién dat duwoc
vGi liéu phap SMART

« Phan tich lai két qua ctia 5 thlr nghiém lam sang
Ion tr > 12.000 bn hen = 12 tudi
« Muc tiéu: danh gia lgi ich twong ddi cua liéu
phap SMART
 Phwong phap: so sanh gitra cac liéu phap
— Liéu phap SMART: BUD/FOR duy tri + khi can v&i
— Liéu phap truyén thong:
« ICS liéu cao hon + SABA khi can

« ICS/LABA cung liéu duy tri + SABA khi can
« |ICS/LABA liéu cao hon duy tri + SABA khi can

Bateman et al. Respiratory Research 2011;12:38

34



Mrc do kiém soat hen gitra 2 liéu phap twong
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Step2 Step3 Step4

vs. higher maintenance dose
ICS + SABA

dwong

[] BUD/FORM maintenance and reliever therapy
B Higher maintenance dose ICS + SABA

B Same maintenance dose ICS/LABA + SABA
[] Higher maintenance dose ICS/LABA + SABA

Step2 Step3 Step4 Step3 Step4

vs. same maintenance dose vs. higher maintenance dose
ICS/LABA + SABA ICS/LABA + SABA

Bateman et al. Respiratory Research 2011;12:38
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Liéu phap SMART giam ti 1& dot cap tot hon
lieu phap truyéen thong

P <0.001

P <0.001

1

P <0.001

P <0.001
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Bdc2 Bac3 Bac4 Bac2 B&ac3 Bac4 2 Bac 4

‘SMART SO V@i ICS SMART so vé&i ICS/LABA SMART so v&i ICS/LABA
lieu cao hon va SABA cung liéu va SABA liéu cao hon va SABA

Bateman et al. Respiratory Research 2011;12:38



Hen dai dang: LP SMART giam
dot cap tot hon LP truyén thong

SMART Group Control Group

Absolute Risk
Total No.of No.With ~TotalNo.of No.With Difference Risk Ratio Favors : Favors
Participants Event  Participants Event  (95%Cl), % (95%Cl) SMART Control

1067 132 1076 167 -3.1(-6.1t0-0.2)  0.80(0.64t00.99 o =
1107 143 1138 245 8.6(-11.7t0-5.5) 0.60(0.50t00.72
1049 170 1042 229 -58(-9.1t0-24)  0.74(0.62t00.88
852 99 849 152 6.3(-9.6t0-2.9)  0.65(0.51t00.82
(- (
(- (

'
i
+

So voi cung mure lieu ICS 0. 10
Risk Ratio (95% (1)
Sobieraj DM et al. JAMA. 2018;319:1485-1436

151 28 152 50 -14.4(-24.1t0-46) 0.56(0.38t00.84
4251 843 -6.4(-10.2t0-2.6) |0.68(0.58t00.80

)
)
)
)
)
)




Hen dai dang: LP SMART giam
dot cap tot hon LP truyén thong

SMART Group Control Group

Absolute Risk
Total No.of No.With TotalNo.of No.With Difference Risk Ratio Favors | Favors
Participants Event  Participants Event  (95%Cl), % (95%Cl) SMART Control

1151 108 1153 130 -27(-52t00.6)  0.83(0.65t01.06) — —

552 7 1099 126 -29(-59t00.1) 0.74(0.54t01.02) 5
552 7 1119 138 -38(-68t0-0.8) 0.69(0.50t00.95) —W+—

2254 202 3371 394 -2.7(-5.2t0-0.3) |0.77(0.60t00.98) ‘iifi:?P

1.0

So voi ICS liéu cao hon Risk Ratio (95% C1)

Sobieraj DM et al. JAMA. 2018;319:1485-149¢



Ly do LP SMART hiéu qué hon LP truyén
thong

« S&m dung thém liéu khi can: tai thoi diém
|ICS con hiéu qua

» ICS phoi hop Formoterol: hiéu qua hiép
dong, ICS bu trtr tac dung bat lgi cua
FABA, d.tri ca viém va co that phé quan

» Liéu ICS diéu chinh theo nhu cau

» Bung ban chat hen: diéu tri nén viém voi
IC§ Iiéy thap, diéu chinh theo ban chat
bién doi cua hen



Co so lieu phap 1 binh hit : Can thigp
sOm nén viem dé ngan dot cap nang

Dién tién lam sang clia 425 do't cap

Xau nhat
100
30 Cilra s6 co’ hoi — SO triéu chirng ban dém
,g tang liéu khang viém —— S6 lan s dung SABA
c ~ .2 e
5 ! X\ /] \ e Két cuc gia dinh
S
o
(7]
o) 40
o
>
£
+ 20
O\° *
0 . _ /
=15 -10 -5 0 5 10 15

SO ngay trwdc va sau dot cap

Adapted from Tattersfield A et al. Am J Respir Crit Care Med 1999; 160:594-59§0pyrighted from ERS 2019



Twong tac gitra histamine va SABA

® Hist Chat trung gian
oMeth | 9ay co that pg

3

% hiéu qua gpq t6i da do SABA
~J
O

50 €lo Gs
0 50 100 l l
nositol phosphates (%) p3 ——=IcAMP
IP3 Cross-talk l
IP3: inositol 1,4,5-trisphosphate Gian phé quan

Van Amsterdam et al. Am Rev Respir Dis 1990;142:1124-8



Budesonide tac dong hiép déng Formoterol

0 50 100

% hiéu qua gpq tdi da do SABA

inositol phosphates (%) ——cAMP
IP3 Cross-talk l
IP3: inositol 1,4,5-trisphosphate Gian phé quan

Van Amsterdam et al. Am Rev Respir Dis 1990;142:1124-8



ICS hiéu qua khi dwoc dung sé'm

8

3

% hiéu qua gpq tdi da do SABA
~
(6]

-talk l

IP3: inositol 1,4,5-trisphosphate Gian phé quan

Van Amsterdam et al. Am Rev Respir Dis 1990;142:1124-8



ICS + SABA nhanh chéng gidm sung huyét
niém mac phé quan

Sympathetic neuronal cell

Neuronal uptake (re-use)

o

&

Qaw [meL-min-' mL™)
P

Corticosteroids

w
o

w
o

Time post Inhalation {min)

Hiéu qua cua 880ug
fluticasone trén Iwu lvong a,-adrencreceptor

mau dén niém mac phé Extraneuronal uptake (metabolism)
quan ¢ 10 nguwoi khée va
10 bn hen

Vascular smooth muscle cell

Rodrigo. CHEST 2006; 130:1301-1311



Ban chat cia bénh hen
Hen la bénh da kiéu hinh, dwoc dac trung
b&i viém man tinh dwdng dan khi, dwoc xac
dinh dwa vao céc triéu chirng hd hap nhuw:

no, kho khe, khé thd va nang nguwc; va giodi

nan luong khi thé ra. Triéu chirng hd hap va

gi&i han ludng khi thay doi theo thei gian, ca

vé tan suat va do nang.
GINA 2019



Yéu to kich phat con hen thay
doi theo thoi gian




KET LUAN

* Hen la bénh viém man tinh va thay ddi theo
th&i gian: diéu chinh liéu ICS theo nhu cau
 Dung SABA don thuan: pho bién, gay bién
co bat 1o
e Liéu phap mét binh hit khang viém-cat con:
— Tranh lam dung SABA don thuan
— Phu hop cach hanh xt&r bn hen
— Phu hop ban chat bénh hen va con hen
— Liéu phap don gian va tién loi
— Giam dot cap hen nang mét cach hiéu qua




Cam on quy dong nghiép da lang nghe

INTERNATIONAL
CONGRESS 2019

MADRID Spain, 28 Sepltember ~ 2 October

Copyrighted from ERS 2019



INTERNATIONAL CONGRESS 2019
MADRID Spain, 28 September - 2 October

CAP NHAT CHAN POAN VA
TIEP CAN PIEU TRl COPD TU ERS 2019

PGS.TS.BS. Lé Tién Diing
Trwd'ng Khoa H6 Hap — Bénh Vién Pai Hoc Y Dwoc Tp H6 Chi Minh
Phé chu tich — HGi H6 Hap Tp H6 Chi Minh

1. Joint ERS/NEJM session 29/09/2019:
The Clinical diagnosis and treatment of COPD by Bartolome R. Celli Croquer (Boston, United of States of America)

2. Year in review session 30/09/2019:
Triple therapy vs. Dual bronchodilation or ICS/LABA in COPD: accumulating evidence from network meta-analysis by Mario Cazzola (Roma, Italy)

Copyrighted from ERS 2019



NOi dung

1. COPD: Khdng chi do hut thubc

Copyrighted from ERS 2019
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NOi dung

2. COPD: Bénh ly khéng dong nhat
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Genes Environmental exposure

'4,_;k$dﬁﬁ1i‘é

N ~ COPD

Causes \ PRE COPD \ Early Late
Cigarette smoke < 40 yea rs > 40 yea rs
. Lung No airflow limitation
Biomass, - . ...
pollution Function Low DLCO Airflow limitation
Rapid rate of FEV, Ab 1 St
(fectons i normal lung functions
. Altered gas exchange
Genetic (AAT Symptoms Cough, sputum, .
and others) e Dyspnea, cough, sputum, fatigue
Asthma depression
Structure Emphysema
Developmental j Abnormal airways More: Emphysema,
Unknown Vascular remodeling j airways and vascular remodeling

Comorbidities

Disease progression

Celli B & WedzichaJ NEJM 2019 (Fig bwﬁmgg)from ERS 2019
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NOi dung

3. Ca thé hda diéu tri bénh nhan COPD
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Khdi dau bieu tri COPD

> 2 moderate
exacerbations or 2 1
leading to
hospitalization

0 or 1 moderate
exacerbations
(not leading to

hospital admission)

FIGURE 4.1

mMRC 0-1 CAT < 10

mMRC 2 2 CAT 2 10

Definition of abbreviations: eos: blood eosinophil count in cells per microliter; mMMRC: modified Medical Research
Council dyspnea questionnaire; CAT™: COPD Assessment Test™.

© 2019 Global Initiative for Chronic Obstructive Lung Disease
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Panh gia va diéu chinh

> Sau khi dp dung phuong phap diéu tri, bénh nhan nén duoc danh gia lai cac
muc tiéu diéu tri va phat hién ra bat c& rao can doi vdi sy thanh cdng cla phac
do6 diéu tri.

> Sau khi ddnh gid dap (rng cha bénh nhan vdi diéu tri ban dau, cd thé can phai
diéu chinh phac dé diéu tri.

FIGURE 4.2
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Theo déi Diéu tri COPD

e EXACERBATIONS o

e DYSPNEA e«
LABA or LAMA LABA or LAMA
1 *
I | |
Ty L L
(** (.‘I‘.‘I‘_
LABA + LAMA ( LABA + ICS LABA + LAMA ( LABA + ICS
Consider if ) )
eos < 100 Consider if
[ (O eos 2100
* Consider & | LABA+LAMA+ICS > LaBA+LAMA+IcS | €
switching
inhaler device !
or molecules | b I |
e Investigate [ [
(and treat) i In former smokers
other causes Roflumilast
FEV; < 50% & i i
of dyspnea et <S0% & Azithromycin
or Chronic Obsftruciive Lung Disease

© 2019 Global Initiative
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Cau hoi

Quy bac si phan loai b&énh nhan COPD tai co s& diéu tri cia minh
nhu thé nao?

. Dua vao triéu chirng va dot kich phat

Dwa vao chirc ndng hé hap va phan loai theo nhém A,B,C,D
Duwa vao lwgng bach cau ai toan

. Khong phan loai

CaA BvaC

mo o0 ® P
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NOi dung

4. Cap nhat nghién clru gbp vé diéu tri bd ba ICS/LABA/LAMA:
. B&nh nhan vdi tién st con kich phat: Thém LAMA vao ICS/LABA
. ICS/LABA/LAMA vs. LABA/LAMA vs. ICS/LABA
. Van dé ICS: loi ich va nguy co
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Overview of triple studies

FOR/BDP
(LABA/ICS)

KRONOS
TRINITY O'

FULFIL

FOR/BDP
+ TIO
(LABA/ICS
+ LAMA)

KRONOS KRONOS
IMPACT

FOR/BDP

(LABAJICS) G/FF

Beclomethasone Fluticasone Budesonide

Langham, et al. 2019 in revision Copyrighted from ERS 2019



Cau hoi

Pé t6i wu hda hiéu qua gidm con kich phat va giam thiéu nguy co viém phdi,
phoi hgp bd ba nao sé dwoc bac si lwa chon cho bénh nhan COPD cé tién st
con kich phat cao?

A. Budesonide/Formoterol + Glycopyrronium
B. Fluticasone/Salmeterol + Tiotropium

C. Budesonide/Formoterol + Tiotropium

D. Fluticasone/Salmeterol + Glycopyrronium

E. Fluticasone + Indacaterol/Glycopyrronium

Copyrighted from ERS 2019



Zz CHEST

W Adding a LAMA to ICS/LABA Therapy

- =~ A Meta-analysis of Triple Combination Therapy in COPD

Luigino Calzetta, DVM, PGDip, Mphil, PhD; Mario Cazzola, MD, Maria Gabriella Matera, MD, PhD, and Paola Rogliani, MD

g SR S —— CHEST 2019; 155(4):758-770

IMPACT (FFAUMECM vs FFAVL 52 wk) 2018 97.00 (85.20, 108.80) -.-
KRONOS BUD'GLY/FOR vs BUDFOR; 24 wi) 2015 74.00 (51.96, 96.04) - &%
KRONOS BUD'GLY/FOR vs open-label BUDFOR, 24 wi) 2018 5800 (37,08, 80.92) —a—
FULFIL FFAUMECM vs BUDFOR: 24 wk) 2017 171.00 (14884, 193.16) BN e
FULFIL FFUMECA vs BUDFOR, 52 wk) 2017 179.00 (13325, 224.75) ——
Siae sthudy 1 (UMEC+FP/SAL vs FPISAL: 12 wk) 2016 147.00 (32,08, 201.4) —_———-
Sier shudy 2 (UMECFP/SAL va FPISAL: 12 wk) 2016 127.00 (79.47, 180.53) - —
Souss UMEC ropen-labsl ICS/LABA vs open-lable ICS/LABA; 12wk 2096)  123.00 (72,09, 1739.91) .
TRILOGY (BOPFORGLY vs BDP/FOR; 26 wiq 2018 81.00(53.28, 108.72) -
TRILOGY (BOP/FOR'GLY vs BDP/FOR; 62 wij 2018 63.00 (3252, sa.48) s
GUSTEN (GLY-FP/SAL vs FP/SAL; 12 wk) 2015 101.00 (73,42, 128.58) —_— - - .
e B nrra oy o = Compared with ICS/LABA combination,
Saito (TIO+FP/SAL vs FPISAL 4 wh) 2015 10300 (1,08, 204.92)
Sier study 1 UMECopen-tabel FFAVI vs open-label FEM; 12 wij 2015 12300 (9243, 183.57) —_—lG - °
S 2 Ao N s V. 2 1S 230010, 1251 —— ICS/LABA/LAMA combination
Cazzola (MO+FP/SAL va FP/SAL; 12 wk) 2007 L0600 (148, 7740 — e
Singh (MOFP/SAL vs FP/SAL 2 wi) 2007 109.00 (14,16, 203.84) -
vk NP ) 0486 9674, 12200 - - |mproved trough FEVI
-100 50 4] 50 100 150 200

MMIMMMHMM,)

Risk of moderate or severe AECOPD = p I’OtectEd d ga i nSt AECO P D, an effect

Favors ICS/IABALAMA  Favors ICS/LABA

Stucios Estimate (95% CI) -
AT T osoiz o e that was not related with the
KRONOS [BUDGLY/FOR vs BUDVFOR; 24 wk) 2016 0,82 (0.70, 0.96) —a—
KRONCS [BUDVGLY/FOR vs open-label BUDVFOR: 24 wk) 2018 084071, 058 —— o -

3 ] h
i ey eosinophil level
Sier study 1 (UMECAFP/SAL vs FP/SAL; 12 wk) 2016 0.70 0.30, 159 . -
Sier CoFP/SAL va FP/SAL; 24,
okor i mas g rigsor I 1 - did not modulate the risk of
TRILOGY {BOPFORGLY vs BOPFOR, 52 wk) 2018 0.80 0.70, 0.92) —l—
GUSTEN (GLY +FP/SAL vs FP/SAL; 12 wk) 2015 0.90 (0.56, 1.44) —_—t -
AN (O FPAL PR 12 w08 A b 12 - i B3 cardiovascular SAEs
Sior study 1 {UMECopen-abel FF/V1 va open-label PV 12 wk) 2015 088 (029, 2 504
Sier study 2 [UMEC+open-labal FF/VI vs open-lsdbel FR/VL 12 wk) 2015 0.350.14,088)
Overall {f' = 44%, P = 05) 0.78 (0.71, 0.85) -

0'2 D'l D’?l 1 ‘?

Risk of cardiovascular SAEs Pl ik o ce st AROOY

Favors ICS/LABA/LAMA Favors ICSILABA

Stadies Estimate (95% Cf \
IMPACT FHUMECV! vs FEVY; 52 wh) 2018 10409, 1.0%
KRONCS [BUVGLY/FOR va BUDVFOR; 24 wk) 2018 049 0.07, 348
KRONOS [BUD'GLY/FOR vs open-label BUDVFOR; 24 wk) 2018 050 0.07, 153
FULFIL (FRAUMECM vs BUDFOR, 52 wi) 2017 0631024, 162} —_—
Shor stody 1 (UMECFP/SAL va FP/SAL; 12 wi) 2018 034 004,319
Sier study 2 UMECFR/SAL vs FP/SAL; 12 wi) 2016 0,08 (0.00, 1.38)
Sousa (UMECopen-label ICSLABA vs open-label ICSLABA: 12 wk) 2016 4.91 (0.24, 101.10)
TRILOGY (BOP/FOR/GLY vs BOP/FOR, 52 wk) 2016 043(0.18, 1.08 —_—
GUSTEN (GLY+FP/SAL vs FP/SAL: 12 wk) 2015 0.750.47,331) —_——
GUSTEN (TIO+FP/SAL va FP/SAL; 12 wk) 2015 2741088, 848) -+
Saito (TIO+FF/SAL vs FP/SAL; 4 wi) 2015 300 0.13, 6824y
Sior study 1 {UMECopen-tabel FF/V! vs open-tabel FFAL 12 wk) 2015 020001, 414
Sior sudy 2 (UMEC open-label FF/VI ve opoen-tabel FRAVY, 12 wk) 2015 08010.22, 2904 — e
Cazzola (TIO+FP/SAL vs FP/SAL; 12 wh} 2007 089 [0.02, £335)
Overall {f = 17%, P = 0.85 (0.60, 1 — .
rme B = Copyrighted from ERS 2019

o 0.08 02 04 08 2 4 8
Relative risk (cardiovascular SAEs)



Zz CHEST

W Adding a LAMA to ICS/LABA Therapy

- =~ A Meta-analysis of Triple Combination Therapy in COPD

Luigino Calzetta, DVM, PGDip, Mphil, PhD; Mario Cazzola, MD, Maria Gabriella Matera, MD, PhD, and Paola Rogliani, MD

SGRQ
Favors ICSILABA/LAMA  Favors ICSILABA
Studies Estimate ( 95% C1)
IMPACT (FF/UMECAVI vs FFAV: 52 whj 2018 180249, -1.11) —a—
KRONOS [BUDIGLY/FOR vs BUDFOR: 24 wk) 2018 Q40 (191, 1.11) RN S
KRONOS [BUD'GLY/FOR vs open-iabel BUDFOR; 24 wh) 2018 -120¢-272,032 —_——
FULFIL FFUMECA vs BUDFOR; 24 wk} 2017 230355, -1.08) —_———
FULFIL (FFAUMECA! v= BUDFOR; 52 wh} 2017 -270¢-6.41,001)
Sier study 1 {UMEC4FP/SAL vs FP/SAL; 12 wh) 2016 131 (326,064
Siker sty 2 (UMECHFR/SAL ve FP/SAL; 12 wh 2016 200414014
Sousa (UMEC-open-label ICSLABA vs open-label ICSLABA; 12 wi) 2016 -2.26 (-4.75,0.23)
TRLOGY (BOPFOR'GLY vs BOPFOR: 26 wh) 2016 -1.30 (-256,-0.05) —_—
TRLOGY [BOPFOR'GLY vs BOPFOR: 52 wk) 2016 -1.70(-322,-0.18) - e
GLISTEN (GLY.FP/SAL va FP/SAL: 12 wk) 2015 -2.16 (406, -027)
GLISTEN (TIO+FP/SAL vs FPYSAL; 12 wh) 2015 226516,-13) —
Sier study 1 (UMEC+open-label FFM ve cpm-label FEV) 12w 2015 082275, 1.11)
Sier sy 2 {UMEC+open-isbel FFAVI va opan-label FEVE 12wl 2015 -215(-383,037) = e
Overal (F= 0%, P =.75) A7342.42,-130 e
-¢ -3 2 -1 0 1
Mean difference (change from baseline in SGRQ)
TDI
Favors ICS/LABA  Favors ICS/LABA/LAMA
Studweas Estimate (95% Cl)
KRONOS (BUD'GLY/FOR vs opan-label BUDFOR; 24 wk) 2018 04710.16,0.78) —_—
KRONOS (BUDYGLY/FOR vs BUDVFOR: 24 wk 2018 024 {007,058 —_—
TRLOGY [BOPFOR'GLY vs BOP/FOR: 52 wk) 2016 022009, 053 e
TRLOGY [BOPFORIGLY vs BOP/FOR: 26 wk) 2018 021 008,050 —_—
Sousa (UMEC-open-label ICSAABA vs open-label ICSLABA; 12 wi) 2016 0.40 (-0.15,0.95) -
Singh (TIOWFP/SAL va FR/SAL: 2 wh 2007 060 072,182
Overnll (7= 0%, P » 82) 02900.45,0.44 —_—
04 02 0 02 04 06 o8
Mean difference (change from beseline in TD)
Risk of SAEs
Favors ICSILABAILAMA  Favers ICS/LABA
Studies Estimate §5% Cl) L
IMPACT (FFAUMECA vs FFA: 52 wh) 2018 106 0.96.1.15) »
KRONOS [BUD'GLY/FOR vs BUDFOR; 24 wi 2018 129p058,2.1) —_
KRONOS BUDIGLY/FOR vs open-lsbel BUDFOR; 24 wh) 2018 0.54 061, 148) —.
FULFIL (FF/UMECA! v= BUDFOR; 52 wi} 2017 054 067, 139 —
Siker sty 1 (UMECHFP/SAL vs FPYSAL: 12 wh 2016 050DI5 160) @ —m o1
Sier study 2 {UMEC+FPYSAL ve FP/SAL; 12 wh) 2016 0AOPIE 100  emged
Sousa (UMEC+open-tabel ICSALABA vs open-labal ICSLABA: 12w 2016 0.82 0.26, 2.60)
TRLOGY [BDPFOR'GLY vs BOPIFOR: 52 wk) 2016 02566, 1.1 —a
GUISTEN (GLY-FP/SAL va FP/SAL: 12 W) 2015 1,00 .50, 2,00} —_—
GLISTEN (TIOLFR/SAL vs FP/SAL; 12 wk) 2016 146 0.78,2.75) —_—
Saito (NOWFP/SAL vs FP/SAL: 4 wh) 2015 5.00 0.26, 96.13)
Siler sty 1 (UMECuoperriabel FFAT vs open-label FEAVL 12wk 2015 039007, 169 —
Siler shudy 2 (UMECopen-label FFAVI vs cpsn-label FFM; 12wk 2015 0.7390.30,1.77) —_———
Cazzola (TIOSFPSAL vs FP/SAL; 12 wh) 2007 049 0.02, 43.35)
Overall = 5%, P = 39) 099 10.89, 1.10) P

r
02

04

0se 2 4
Relative risk (overall SAEs)

CHEST 2019; 155(4):758-770

Compared with ICS/LABA combination,
ICS/LABA/LAMA combination

improved the change in SGRQ score
and TDL.

did not significantly increase the risk
of SAEs.

Copyrighted from ERS 2019



BMJ) Open Tilé con kich phat giira cac nhém so sanh

@ [TIOT vs Placebo

BUDE vs Placebo
VILA vs Placebo
GLYC vs Placebo
INDAC vs Placebo
SALM vs Placebo
FLUT vs Placebo
FORM vs Placebo

Treatment Comparison Odds Ratio (95%CI)

@ |TIOT/BUDE/FORM vs Placebo ¢ 0.23 (0.14,0.40)
INDA /GLYC vs Placebo —— 0.48 (0.36,0.64)
VILA/FLUT vs Placebo 0.57(0:18,1.75)
TIOT/FLUT/SALM vs Placebo 0.58 (0.35,0.96)
FORM/BUDE vs Placebo —— 0.64 (0.45,0.91)
0.65 (0.53,0.79)
SALM/FLUT vs Placebo 0.67 (0.53,0.85)
TIOT/SALM vs Placebo 0.71(0.43,1.18)
FORM/BECLO vs Placebo 0.73 (0.45,1.19)
—— 0.751(0.51,1.10)
0.75 (0.24,2.36)
— 0.77 (0.57,1.03)
—— 0.78 (0.61,1.00)
—— 0.79 (0.64,0.97)
0.80 (0.49,1.31)
— 0.84 (0.60,1.18)

| | | I

i | 3 112 2.5

Piéu tri tot hon

Gia dugc tot hon

Andrea C Tricco et al. BMJ Open 2015;5:e009183

—

Phéan tich gdp bao gdbm 203 bai bdo bao
cdo vé 208 nghién clru (mét s6 bai bao
bao cao >1 nghién ctru RCT), cung 58
bdo cdo di kém, v&i téng sd 134 692
bénh nhan COPD. So sanh gilra LABA,
LAMA va/hoéc ICS, don déc hodc phdi
hop, so 1an nhau hodc placebo.

Copyrighted from ERS 2019



e Triple therapy versus single and dual
-~ long-acting bronchodilator therapy
in COPD: a systematic review and

meta-analysis

Mario Cazzola', Paola Rogliani', Luigino Calzetta' and Maria Gabriella Matera?

@ERS

Eur Respir J 2018; 52: 1801586

Risk of moderate or severe AECOPD

Favours Favours

Studies Estimate (95% Cll  ICS/LABA/LAMA combination LABA/LAMA combination
IMPACT [FF/UMEC/VI versus UMEC/VI) 2018 0.75 10.73-0.77) -
TRIBUTE (BDP/FOR/GLY versus GLY/IND)] 2018 0.85 (0.77-0.93 o
OPTIMAL [FP/SAL-TIO versus SAL-TIO) 2007 0.85 [0.76-0.94) —
SUNSET (FP/SAL~TIO versus GLY/IND) 2018 0.92 (0.82-1.04)
WISDOM (FP/SAL+TIO versus SAL.TIO) 2014 0.94 10.94-0.98) H
Overall (%=98%; p<0.01) 0.85 (0.75-0.99) —~
0% 08 0.8 2
Relative nisk [AECOPD)

Risk of moderate or severe AECOPD
Shengr o heselon M egh Yy - ICS/LABA/LAMA significantly better

Favours Favours

Studies Estimate (95% Cll  LABA/LAMA combination  ICS/LABA/LAMA combination

IMPACT (FF/UMECNVI versus UMECVI) 2018 54,00 {39.85-68.15) —-— than I-ABA/ LAMA-

WISDOM (FP/SAL-TIO versus SAL-TIO) 2014 43.00 (16.65-69.35) — i . .

SUNSET (FP/SAL.TIO versus GLYINDI 2018 26.001-499-5499 . * Change from baseline in trough FEV,
TRIBUTE (BDP/FOR/GLY versus GLY/IND) 2018 21.00 (-1.95-43.95) - =

WISDOM (FP/SAL-TIO versus SAL-TIO} 2007  18.00 (-86.95-122.95] = ICS/LABA/LAMA Signiﬁca ntly better
Overall (P=45%; p=0.13] 38.05 122.06-54.04) _=
-100 50 I 50 180 %0 than LABA/LAMA
Risk of pneumonia

Mean difference Ichange from baseline in FEV1)

5 5 - . - -
Risk of pneumonia - No significant differences.
Favours Favours
Studies Estimate (95% Cl) ICS/LABA/LAMA combination LABA/LAMA combination
IMPACT [FF/UMECNVI versus UMEC/NVI) 2018 1.7111.38-2.11)
SUNSET [FP/SAL~TIO versus GLY/IND) 2018 1,50 (0.54-4.18)
WISDOM (FP/SAL+TIO versus SAL+TIO) 2014 1.06 10.77-1.46) ~i-
TRIBUTE (BDP/FOR/GLY versus GLY/IND) 2018 1.04 (0.62-1.75) —
OPTIMAL [FP/SAL-TIO versus SAL-TIO) 2007  1.02 (0.06-16.16) < >
Overall {12=47%,; p=0.11) 1.3110.97-1,78) <>
01 02 0.5 131 2 5 10

Relative risk [pneumonia)

Copyrighted from ERS 2019



e Triple therapy versus single and dual

long-acting bronchodilator therapy
in COPD: a systematic review and
meta-analysis

Mario Cazzola', Paola Rogliani', Luigino Calzetta' and Maria Gabriella Matera?

@ERS

Eur Respir J 2018; 52: 1801586

ICS/LABA/LAMA combination reduced the change in SGRQ score vs. LABA/LAMA

combination
Favours Favours
Studies Estimate [95% CI) ICS/LABA/LAMA combination LABA/LAMA combination
OPTIMAL (FP/SAL+TIO versus SAL+TIO) 2007 -2.30 (-5.45-0.85) -
IMPACT (FF/UMEC/NI versus UMEC/VI) 2018 -1.80 (-2.64--0.96) —.—
TRIBUTE (BDP/FOR/GLY versus GLY/IND) 2018 -1.60 (-2.86--0.34) —
WISDOM (FP/SAL=TIO versus SAL+TIO) 2014 -1.22(-2.42--0.02) o
Overall (12-0%; p-0.85) -1.63(-2.23--1.04) T
I 1 1 Ll - T 1
-8 -6 -4 -2 0 2 4

Mean difference [change from baseline in SGRQ]J

Copyrighted from ERS 2019



wmea Triple therapy versus single and dual
long-acting bronchodilator therapy

in COPD: a systematic review and

meta-analysis

Mario Cazzola', Paola Rogliani', Luigino Calzetta' and Maria Gabriella Matera?

Eur Respir J 2018; 52: 1801586

The person-based NNT per year of ICS/LABA/LAMA combination versus LABA/LAMA
combination was significantly lower in patients with >>300 eosinophils-pL™ than in those
with <300 eosinophils-pL™, indicating that the patients that were most likely to benefit

from triple therapy where those with higher blood eosinophil counts.

Duration of
treatment

3 months

6 months

12 months

ICS/LABA/LAMA combination therapy versus LABA/LAMA

combination therapy

NNT in agreement with
blood eosinophil count

<300 >300
cells-uyL™"  cells-pL™"

61.00 7.33
(15.26-c0)  (4.50-19.77)
61.00 10.76
(12.26-c0)  (4.78-35.84)

46.28 8.58

(21.00-c0)  (5.93-15.54]

Copyrighted from ERS 2019



wmea Triple therapy versus single and dual
‘ long-acting bronchodilator therapy
in COPD: a systematic review and
meta-analysis

Mario Cazzola', Paola Rogliani', Luigino Calzetta' and Maria Gabriella Matera?

Eur Respir J 2018; 52: 1801586

The overall meta-regression analysis indicated that the blood eosinophil count was a
significant effect modifier of ICS/LABA/LAMA combination therapy in preventing the
risk of moderate or severe AECOPD.

-0.17
5 O
S O
O
< -0.3-
i | O
L
@
o
B -0.5 o
2
o
o o
-
-0.7

100 150 200 250 300 350 400 450
Eosinophils >n cells-pL-!
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e Triple therapy versus single and dual

long-acting bronchodilator therapy
in COPD: a systematic review and
meta-analysis

Mario Cazzola', Paola Rogliani', Luigino Calzetta' and Maria Gabriella Matera?

Eur Respir J 2018; 52: 1801586

Patients on LABA/LAMA combination therapy, who still
experience AECOPD and have blood eosinophil counts >300
cells-pL™!, may benefit from triple combination therapy.

Copyrighted from ERS 2019



Cau hoi

B&nh nhan COPD dang duoc diéu tri 6n dinh v&i ICS/LABA, hudng
diéu tri tiép cho nhirng BN nay nhw thé nao?

A. Gilt nguyén phac d6 diéu tri vi bénh nhan d3 dwoc diéu tri 6n dinh, viéc chuyén
sang nhdm thudc khac cé thé dnh hudng dén két qua diéu tri.

B. Nén chuyén sang LABA/LAMA vi hiéu qud diéu tri twong dwong ma cé thé phong
tranh dwoc nhirng dot viém phdi trong twong lai.

C. Can nhac tuy vao sb dot kich phat bénh nhan d3 cé va tién st viém phoi dé quyét
dinh. Néu bénh nhan khéng cd tién st viém phaoi va tién sir dot kich phat thi khong
nén rut ICS.

Copyrighted from ERS 2019



- |nhaled corticosteroids in COPD:
friend or foe?

L Alvar Agusti*>, Leonardo M. Fabbri ®*° Dave Singh®”®, Jgrgen Vestbo®,
Bartolome Celli9, Frits M.E. Franssen ©'%"! Klaus F. Rabe'*™ and
Alberto Papi ®'

12011219

Eur Respir J 2018; 52: 1801219

* Differences in the rate of pneumonia observed in studies with
fluticasone, beclomethasone or budesonide may vary for reasons other

than the ICS used
- differences in study design or adverse event reporting
- characteristics of the population studied
» older age
» lower BMI
» more severe airflow limitation
» frequent ECOPD
» low blood eosinophil counts
» higher ICS doses

Copyrighted from ERS 2019



BMJ Open Tilé viém phdi gitta Budesonide vs. placebo

Pneumonia- NMA with REML estimator for heterogeneity

Treatment Comparison

Odds Ratio (95%CI) (95%PrI)

VILA/UMEC vs Placebo
ACL] vs Placebo

0.61 (0.12,3.21)
0.68 (0.52,1.42)

UMEC vs Placebo

BUDE vs Placebo |

0.74 (0.11,4.99)
0.75 (0.44,1.27)

(0.08,4.55)
(0.27,1.69)
(0.07,7.44)
(0.39,1.45)

GLYC vs Placebo — 0.82 (0.55,1.23) (0.49,1.38)
INDA/GLYC vs Placebo ———— 0.85(0.53,1.36) (0.47,1.54)
FORM/MOME vs Flaceho 0.88 (0.31,2.51) [0.24,3.16]
FORM vs Placebo — 0.91 (0.59,1.41) (0.52,1.59)
TIOT/BUDE/FORM vs Placebo 3 0.94 (0.19,4.78) (0.13.6.73)
TIOT vs Placebo 0.95(0.78,1.14) (0.71,1.26)
INDAC vs Placebo 0.97 (0.63,1.50) (0.56,1.69)
SAML vs Placeho L 1.11 (0.91,1.37) (0.82,1.51)
FORM/BECLO vs Placebo + 1.13 (0.33,3.84) (0.26,4.99)
VILA vs Placebo + ; 1.14 (0.53,2.45) (0.45,2.92)
MOME vs Placebo + 1.23 (0.51,2.96) (0.42,3.60)
FORM/BUDE vs Placebo —— 1.26 (0.80,2.00) (0.70,2.26)
TIOT/FLUT/SALM vs Placebo * 1.56 (0.29.8.27) (0.21,11.75)
FLUT vs Flacebo B ans 1.66 (1.32,2.08) (1.20.2.30)
SALM/FLUT vs Placeho - 1.90 (1.53,2.34) (1.39,2.59)
VILA/FLUT vs Placebo * 2.13 (0.98,4.64) (0.82,5.54)
1 1 | 1
| 3 1 33 12

Active treatment

hetter

—— Placeba better —>

Andrea C Tricco et al. BMJ Open 2015;5:e009183

Phan tich gbp bao gobm 203 bai bdo bao cao
vé 208 nghién ciru (mét sé bai bdo bao céo
>1 nghién ctru RCT), cung 58 bao cao di kem,
vdi téng s 134 692 bénh nhan COPD. So
sanh gitra LABA, LAMA va/hoac ICS, don doc
hodc phéi hop, so 1an nhau hodc placebo.
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-~ Triple therapy trials in COPD: a precision
- medicine opportunity

Samy Suissa' and Amnon Ariel?

Eur Respir J 2018; 52: 1801848

* The lower rate of a first exacerbation with triple therapy in IMPACT (a) and TRIBUTE (b)
studies was exclusively due to a lower rate in the first month of follow-up, while the rate
was comparable to LAMA/LABA in the subsequent 11 months.

* This pattern of “depletion of susceptibles” suggests that there is a subset of patients who
could benefit from triple therapy, while the remaining patients benefit equally from
LAMA/LABA.

* Especially the history of asthma and the prior use of ICS that is withdrawn at randomisation
should be considered critical factors in identifying such subgroups of responders.
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-~ Triple therapy trials in COPD: a precision
- medicine opportunity

amy Suissa' and Amnon Arie
Samy S "and A Ariel?
Eur Respir J 2018; 52: 1801848

* The difference in the rate of death per month over time for the IMPACT trial is localised in
the first 4 months of follow-up (a).

* This early mortality pattern matches the one from a cohort study of over 30,000 patients
with asthma in which discontinuing ICS treatment has been shown to increase asthma
mortality as a function of time since ICS discontinuation, particularly evident in the first 3
months after discontinuation where the risk of death is increased over four-fold (b).

0.6+

o
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o

- _LAMA/LABA 1 -*-Discontinued ICS use
-o- LAMA/LABA/ICS - Continued ICS use
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in ICS users
M 1
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Rate ratio of asthma death
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Cau hoi

Ti 1& bénh nhan COPD thudc kiéu hinh ACO trén thuc hanh |1dm sang
cua Quy bac si?

A.  10% -20%
B. 20%-30%
C. 30%-40%

D. >40%
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Pac diém ACO tai Viét Nam
Nhan dién bang eosinophil trong mau cao

Tudi trén 60
Gidi tinh nam
Hut thuéc
Tién st gia dinh méc
hen

Triéu ching nhiéu Eosinophil trong mau
(CAT >10; mMRC >2) cao (>400/mcl)

ACO tai Viéet Nam
(27,3%)

PKP = 2 dot/nam
Churc nang hé hap trung Nam vién = 2.41 ngay

binh Nhép cép clru = 6.06
(FEV1>50%) ngay

NVChau et al. Characterization of ACO in Viet Nam.
Journal of Clinical Practice 2017
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Phén tich hiu kiém nghién ciru WISDOM
Rut ICS ting nguy co do't cap khi BN c6 BCAT/mau cao

Nguy co tuong déi (rat ICS/khdng rut ICS) trén bénh nhan dot cip trung binh/ndng khi dém
bach cau ai toan va tién cdn c6 dot cap

Factors Number of patients Rate ratio
Total 1,454 H— — 1.14
241 = E—I 1.07
Baseline eosinophils |
=150/l GE4 s e | 11
403 — 41— 4 1.02
=150/l 750 H— — 1.22
421 = -— 4 118
Baseline eosinophils
=300/l 1,121 =—u— 11
GE9 — —| 0.99
=3004uL 293 [ } | 1.45
i 155 — — = — — 1.75
Baseline eosinophils
<400l 1,253 H— — 116
T35 — B—I 1.00
=400/l 161 i { { 1.25
86 _—_—————— 2.96
Baseline goginophils
=500/uL 1,321 H— — 1.14
TET —{—I 1.03
5004l 93 } ! ! 1.60
L 57 P — e e e —— ]| 302 )
=2 exacerbations ! ! ! !
. 0.5 1 2 4 &
— — =2 exacerbations <« FavoursICS  Favours ICS — &
withdrawal
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At risk

Healthy lifestyle

Avoid exposure

Vaccinations

(Smoking, pollution)

Spirometry
FEV,/FVC< 0.7

. / -
FEV,280% predicted FEV, < 80% predicted

Risks counseling
Follow over time

/ Addrti;s comorbidities

Grade

Grade severity: FEV,%

|
Evaluate risk: mMRC or CAT

and exacerbation history

mMRC 0-1 or CAT <10 No
exacerbations

mMRC_>2 or CAT >10
No exacerbations

l

l

Treat airflow obstruction
Monitor adherence
Follow over time

~ Treat airflow obstruction
Monitor adherence
Follow over time
Consider rehabilitation

LW N

2019



Mild

Moderate Severe

Very Severe

FEV, and other lung functions

Symptoms (Dyspnea) and Exacerbations

Initiate
Therapy

SABD as
rescue

Supervise
inhaler
technique

Check
adherence
and
Follow
spirometry

v

v

Predominat trait:
Dyspnea

Predominant trait:
Asthmatic features
and/or exacerbations

l

|

LAMA

LABA+ICS

Biologicals are being tested and could be useful in patients with multiple or
severe exacerbations (hospitalizations) and eosinophilia (>300 cells/uL)

Ty LAMA+LABA

T~

Blood eosinophil counts < 100
cells/uL are associated with

Symptom Frequent (>2) and/or
persistence Hospitalizations
4

Triple (LAMA+ LABA + ICS) |

poor ICS response

Continued lack of control and
exacerbations

v

—»  Monitor for ICS side effects

If important discontinue and
consider alternatives

PDE4i, macrolides, antioxidants, xanthines
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Két ludn

e COPD la héi chirng hon la mot bénh ly déng nhat. Tién-COPD va COPD-
s&m can dugc xem la nhirng bénh ly riéng biét védi hudng tiép can khac
nhau.

e Cathé hda diéu tri cho bénh nhan duwa vao nhirng théng sé co ban trén
chirc nang phéi, triéu chirng, con kich phat va bach cau &i toan giup lua
chon diéu tri phd hop

* Liéu phap bo ba giup giam con kich phat, cai thién triéu chirng, kéo dai
thoi gian dén con kich phat hon so v&i LABA/LAMA va ICS/LABA

* Liéu phdp bd ba cd nguy co lam tang viém phdi so v&i LABA/LAMA

Copyrighted from ERS 2019



Thank you

INTERNATIONAL
CONGRESS 2019

MADRID Spain, 28 Sepltember ~ 2 ODctober

bm ERS 2019





