H MM E&2HObstructive Lung Disease) Volume 7, Number 1, January, 2019

v Debate on the Positioning of ICS as the First Combination Option
in Group D of COPD: Pro

GOLD group D includes symptomatic COPD patients at high risk, who are the major target group requiring
adequate treatment, The current GOLD guideline recommends a combined therapy with LABA and LAMA,
However, recent large clinical trials showed different results. I reviewed the recent trials and conducted
meta-analysis regarding the efficacy and safety between LABA/LAMA therapy and ICS-containing therapies
including ICS/LABA/LAMA and ICS/LABA especially in group D COPD patients, ICS/LABA/LAMA and
ICS/LABA treatment had better efficacy in reducing exacerbation risk and mortality than LABA/LAMA therapy.
ICS-containing therapy increased the risk of pneumonia, however, the benefits coudl offset the harmful
effects, This review favor the ICS-containing combination therapy should be considered as the first line

therapy for group D COPD patients,
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1. M2

v A H| @ EH(chronic obstructive pulmonary disease, COPD) 34} %= GOLD (Global Initiative for
Obstructive Lung Disease) Group D& & FAto] AA] ¢Fal(more symptom) 5 FA 213} 5 ¢13o]
F2(high risk) SO 2 GOLD A-B-C-D 70k 718 $4] 942 wol| 33t webx] Group D ko]
Al od okAl7}E 71 AHgk A BAIRIARE vk T8%F FAlE) sk o7IMe FU8 2B 20| =A(inhaled
corticosteroid, ICS)2} ThE FUE 7|HAXEAA S o] FoJsl= Ao] Group D ¥x}e] %7] 2852 7
Zd3hs B Zlolnt 19} v 7 HAIgPdA| o] HEF o2 1089} A|45% WlERE-ZIAl (long-acting be-
ta-agonist, LABA)E 70| 22= ICS/LABA, &7]9l] A48 &4 (long-acting muscarinic antagonist, LAMA) S
TIgk ICS/LABA/LAMA 2|57} 70tk 2017 11€6] 7 #3) GOLD A3 Group D] 27| X|52A]
LABA/LAMA W& Foig AafaL giet. wepr, o] 2ol 1Cs7h 3 W-Ex=H <l ICS/LABAS} 1CS/
LABA/LAMA®] H]3l th’d& LABA/LAMAR. §H83}e] Group D $kAke] A 5424& w7 o3}, AP % kg
HojlA o] F£Q AFES vige 2 HlwskaA} s}, 58k Group D #7)5(forced expiratory volume
in one second, FEV1)S A|&Jakal 43} ¢j3ento 2 253t 2 GOLD A3l 7|¥kste] B73b7|2 s},
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1) 24 o3t

(1) ICS/LABA vsLABA/LAMA: FLAME 395 FEVL 25~ 5996014 mMRC>2, vt 113 5+ F4 o312 >
121 COPD 32} 336272 th20 =2 ICS/LABA?] fluticasone propionate (FP) / salmeterol (SAL) 500/50 1tg
bid B== LABA/LAMA?] indacaterol (IND) / glycopyrronium (GLY) 110/50 g qd-& 527 &< Foi5ke] pri-
mary endpoint®2A] any acute exacerbation TE-S non-inferiority 2 H7}8F S37tolt}, o] Aol LABA/
LAMA T2 ICS/LABA 3} H]u3}e] primary endpointE T3}l superiority testo| A= 25| 9-2sh
F9E B oFEATKPer-protocol population; rate ratio, 0.89; 95% CI, 0.83~0.96)°. ZL&#u}, ©] 7= Group
D ¥t oly2} Group BE E3SEaL 1o1A Group DollARte] A3y} g538) %I}, o]l thet post hoc analysis
7} o] % ZHATE FLAME I7+ell 3ofdt Group DRES thde® 3 #A]llx] LABA/LAMAS} ICS/LABA
T ol FoJe 34 odaleel Afols HolA] ktHrate ratio, 0.86; 95% CI, 0.74~1.00),

IMPACT 7= CAT=108] COPD 3AF2A] FEVI1 < 50%0]HA] At 13 FF 4428l > 104y FEVI
50~ 8000 HA At 1\ Fk FAdetskE > 221 1,035 olA] ICS/LABA/LAMAS] fluticasone furoate (FF) /
vilanterol (VIL) / umeclidinium (UMEC) 100/25/62.5 g qd, ICS/LABAS! FF/VIL 100/25 1tg qd, LABA/LAMA
] VIL/UMEC 25/62.5 1g qd &5 B33l primary endpointi= moderate-to-severe exacerbation rate
o9ltt. 0]F F dual therapye] EHE B8-S W ICS/LABAE LABA/LAMA X|Eo] BI3)| -5-2J817] moder-
ate-to-severe exacerbation rateS 7AA7 = 02 YERFTH1.07 ws 1.21 per year; p<0.05), 53 IMPACT
oI prespecified analysisZA] Group D $Halsrgtol|A] Aie B oJE=Qit) Group D Exlrwkoll A Alsth
B M= ICS/LABA 72 LABA/LAMA T3} H|13}e] 5-2]3H4] moderate-to-severe exacerbation rateS 74~
A7 Ao VERHTH1.06 vs 1.32 per year; rate difference, —25%; 95% CI, =13 to —38)",

AeJEPA, Group D 3klollx] ICS/LABA X5 LABA/LAMA |58} H|wsle] B4 o8l ol aato
ol frelat Aol} i A3k shish o $alak Ao ShlE ol Uk

(2) ICS/LABA/LAMA vsLABA/LAMA: TRIBUTE $375= FEV1 <5006, CAT= 100|704 2|t 11d 55t F4dots}
H>12] COPD &A} 1,5327 9] th3] ICS/LABA/LAMA X] 521 beclomethasone (BDP) / formoterol (FOR) /
glycopyrronium (GLY) 87/5/9 pg bid X5} LABA/LAMAS! IND/GLY 85/43 1ug qd &% 525 &<} v]us}
&) moderate-to-severe exacerbation rateZ primary endpoint® THE UAA[F o]t} o] AtollA] ICS/LABA/
LAMA 2|E5= LABA/LAMA X529} vlwslte] F4 o8l 95S frolshAl ZaAI#tHrate ratio, 0.85; 95% CI,
0.72~0.99). TRIBUTE $+1-ollA %= prespecified subgroup analysisE A|83F3=d] At 113 F2F F4dtsH
=221 Group D ARFE F A8 Atool] foldt 2fol= ElE|R] Sgkth(rate ratio, 0,962 p>0.05)’,

IMPACT 937-0llA= ICS/LABA/LAMA 2|57} LABA/LAMA X|59} Hlwéte] 54 o3} 913& folebA 2ha
AlF131(0.91 ws 1,21 per year; p<0.001) Group DY} #2935} %= moderate-to-severe exacerbation 9] o]
2Jo] ICS/LABA/LAMAS] F-2]3l $-2AdS H ST H0.94 vs 1,32 per year; rate difference, —28%; 95% CI,
-21 to —35)",

(3) 22k AeJ5hA, Group D Aol 4] ICS/LABA/LAMA Z|H5+= LABA/LAMA 2|52} H|wsle] g4 ofsl=
Zolz Aol glo] el Aolh iz Ak Shi%h o SUL Aok ShFE nolFa Uk

Az} o] 211709 dAIE 218,000 thdo = A3l Bayesian network meta-analysisol|xl= 1CS/
LABA/LAMAZ} LABA/LAMAETE 573 18} 918 fofsHA Sole Ao= YoM, ICS/LABAS}H LABA/
LAMA 7hll= frolat Aol7} gigieh
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(1) ICS/LABA vs LABA/LAMA: IMPACT &37-ollA] ICS/LABAT-S: LABA/LAMATS] H]3te] frolahl X|a%
(on-treatment) AP 913 SF= Zlo®2 UeRdthp=0.02)", ¥HH FLAME A7olA= ICS/LABAT#
LABA/LAMAT-2 2|8 5 AP} Frollr] SUekairh(24%8 s 247). Z2u Group DellA] o] Fo1 subgroup
analysist= 18 4= ISct,

(2) ICS/LABA/LAMA vs LABA/LAMA: TRIBUTE 7-0lA] ICS/LABA/LAMA X| 32 LABA/LAMA X&)
i3] AFgAE 571 & o] Aot BAKC] freide ISITH3Y vs 81). IMPACT Aol il ICS/LABA/LAMA
|57} LABA/LAMA |89} Bluste] ol X85 APg Hdo] Wkt (p=0.01)". 1&u}, Group DejlA]
o] FoJ%] subgroup analysist= &18F 4= ¢Iich

(3) 22k ICS/LABA X|E1} ICS/LABA/LAMA 2| £+ LABA/LAMA 2|80 H|3] APEIES virh= 74w}
o} zpol7} Qithe AT} St luk. vk, LABA/LAMATO] AP ES O U Zog qARE
A= ISt Group DOARE 241 vl glovt, AP YEo] 7P =2 0] Group Db A& aLefshd
o] 9= Are} sl

7} 52| Bayesian network meta-analysisollA&= ICS/LABA/LAMAS} ICS/LABATZ}Z} LABA/LAMA KT} A}

W SBe U o vehgh

3) R2&
(1) H|™: ICS/LABA 2 ICS/LABA/LAMAS} o] I1CS7) 23 x5eo] 74 & Su= #E ¢
F Adrk= Aolth, ofe] ATET vleRRA oA ICsE HHe] S mol= Aoz veh} Ju° 2

= 287t glen) 93] o)l ICs Feig & Aol HHe] AR 44 A ol Frhe dPERE
glek. el Roluth ICs Foprt sge o AR dHo R Qg APIIRS etk 271 oy,
webd, Bl HE@ wjEe] 1cs7) T3E X252 AAsor dhe A= 2owd & 4 A

(2) 2 3to] £2rg: o2 Ko B IS A4l 2e|Rol=o] Rahgo] Wby S giok et 1 RigEe A
Folur} @A) Y}, A 1S Fofrl B, A, Wl o] 9138e SRt Feig S elvk
Tt S 22hge) e £ 5 gl A Ho] e doln] Asle) SRS EI 4= Aol
dA ot Teft Aol A9 10 FRF FHHE FF COPD kx| 30 wRkelx] WA¥slE Ao 2 YERt
el a3t on|rt g A BRHsit

o o] &3l 1@ AF} ICS/LABAS} ICS/LABA/LAMAS} ZFo] ICSE ¥3+5t H8-X] 8-S LABA/LAMAK T}
T4 o3} A, AP 9 7Ae] Sl Bk U AES Holivlar 8 = glor ol HYy e
g0 2 gk &3llo] STt v Ackar & ¢ Qivk 54 kel AP Yol =k & 5 9l Group
D 3x}olla] BT} 420 2 ICS/LABA HE ICS/LABA/LAMA X825 12dh= AL #3t4el 247} Qtka
sh3ct.
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