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AKJIMOUHWNEB 6POMUL/OOPMOTEPOI]

OYMAPAT B KOMBMUHALIA
OUKCAPAHA O3A 3A TTOCTUTAHE
HA 24-4ACOB KOHTPO/I

HA CUMITTOMUTE HA XObb

B. lOpykoBa

CBANBE Ceeta Codua EALL, KnuHunueH LieHTbp no 6enogpobHm 6onectn
MeanumnHckmn YHnsepcutet, Codua

Pesiome

ObnrogeicTealymte MycKaprHOBU peLenTopHu aHTaroHucty (OAMA) n gbnrogenctsawy (32
aroHuctu (OABA) B kombuHauus durkcrpaHa gosa (KO) nokassaTt NpeBb3XOACTBO CPAMO MOHOKOMIO-
HeHTMTEe CU MO OTHOLWeHKe nofobpeHre Ha 6enoapobHaTa GYHKUMA 1 KAaYeCTBOTO Ha XMUBOT. AKNUAN-
Hues 6pomma/dopmoTepon (A/F) KOO 400/12 ug u A/F KO 400/6 ug, npunioxkeHa ABa MbTy JHEBHO Ype3
nHxanatop Genuair® e npoyuyeHa B ase ®asza lll, gBoMHO-Cneny, paHAOMU3NPAHU, C MapanenHy rpynu,
aKTUBHO 1 Mauebo KOHTPONMpPaH MHOTOLIEHTPOBM NpoyyBaHuaA. [loknageaH e cbopeH aHanm3 Ha faH-
HUTe OT ABeTe NpoyyYBaHuMA 1 edrkacHocTTa Ha A/F KO 400/12 ug ABa MbT AHEBHO € CpaBHeHa ¢ dnyTu-
Ka3oH nponuoHat/canmetepon (FP/S) 500/50 pug aBa nbty fHeBHO upe3 Accuhaler® Bbe ®a3za lllb, 24-
cefMNYHO PaHAOMU3NPAHO ABONHO-CAAMNO NpoyyBaHe npuv naumneHT ¢ XOBb n CAT 210.

Pe3yntatute oT Te31 npoyuBaHus nokaseart, ye A/F KO[] ocurypsasa 6poHxogmnataLms c no-6bp-
30 Hayano CNpPAMO akNNAMHYM 1 NO-TONIAMA BENNYMHA HAf MHTEPBaa Ha Ao3upaHe cnpamo dopmoTe-
pon. B cpaBHeHue ¢ nnauebo ce HabnoaaBa KIAVHUYHO CUFHUGUKAHTHO NofobpeHne Ha AVCNHesTa 1
3apaBHuA ctatyc. A/F KO nogobpasa curHndurKkaHTHO cbopa Ha obLiaTa TeXeCT Ha exkeJHeBHUTE CUMI-
TOMU, OLIeHeHU ¢ nomoLyTa Ha BenpocHuk EXACT-RS cnpsamo nnaue6o n aBeTe moHo Tepanuu (p<0.05).
A/F KO 400/12 pg ocurypssa no-ronsiMo nofgobpeHmne Ha HOLLHWTE U PaHHUTE CYTPELIHN CUMMATOMM B
NPOABbIXKEHME Ha 24 Yaca cpeLly MOHO Tepanua C akNnuanHUYM.

A/F KO cnrHndukaHTHO HamarnsBa YectoTaTa Ha CPEAHO TEXKMTE U TEXKM eK3alepbauunm B
CpaBHeHMe c nnauebo (c 29%), (npunaraHe Ha HCRU, p<0.05) n curHupuKkaHTaHo Hamanaga YyectoTaTa Ha
BCUYKM BMAOBE eK3alepbalum B cpaBHeHNMe ¢ nnauebo (c 22%) (EXACT BbnpocHuK, p<0.01). I geeTe go-
3n A/FKOL ce noHacaT gobpe.

Te3u faHHM NOKa3BaT, Ye fleyeHneTo ¢ aknuamnHmym 400 ug/popmotepon 12 ug KO asa nutn
[IHEBHO e epeKTUBHO, BOAM 10 Obp3a 1 TpaliHa OpoHXxogmnaTauus, KoaTo € No-u3paseHa oT MOHO KOMIMO-
HeHTUTe 1 ce NoHacA fobpe. [IByKpaTHMAT Nprem Ha nofAbpallata Tepanusa ¢ aknuguHuym/dop-
moTepon KOl nogobpssa 6enogpobHaTta GyHKLMSA, KOETO Npegnosnara nocTuraHe Ha epeKTUBEH [JeHO-
HOLLIeH KOHTPOJT Ha CUMNTOMUTE.

KnouoBu gymun: AknugnHmnym/GopmoTtepon B KombuHauma dukcupaHa go3a, XObb, cumntomum,
24-4acoB KOHTpON
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ACLIDINIUM BROMIDE/FORMOTEROL
FUMARATE AS A FIXED DOSE COMBINATION
TO ACHIEVE A 24-HOUR CONTROL

OF THE SYMPTOMS OF COPD

V. Youroukova

SHATPD St. Sofia, Clinical Center of Pulmonary Diseases
Medical University of Sofia

Abstract

Long-acting muscarinic receptor antagonists (LAMA) and long-acting 3 2 agonists (LABA)
LAMA/LABA in fixed dose combination (FDC) showed superiority over monocomponents as regards
improvementin lung function and quality of life.

Aclidinium bromide/formoterol (A/F) FDC 400/12 pg and A/F FDC 400/6 pg twice daily applied
by device Genuair® evaluated in two Phase lll, double-blind, randomized, parallel group, active and
placebo controlled multicenter studies. A pooled analysis of data from both studies was reported and
efficacy of the A/F FDC 400/12 ug twice daily was compared with fluticasone propionate/salmeterol
(FP/S) 500/50 pg twice daily by Accuhaler® in Phase lllb, randomized, 24-week double-blind study in
patients with COPD and CAT >10.

The results of these studies demonstrated that A/F FDC provided bronchodilation with a faster
onset of aclidinum and greater value than the dosing interval of formoterol. As compared with placebo
clinically significantimprovement in dyspnea and health status were observed. A/F FDC and both mono-
therapies as compared to placebo improved significantly total daily symptom score assessed by ques-
tionnaire EXACT-RS (p<0.05). A/F FDC 400/12 pg provided greater improvement in the nighttime and
early morning symptoms as compared to monotherapy with aclidinium. Both therapy with A/F FDC are
well tolerated.

A/F FDC significantly reduced by 29% the rate of moderate and severe exacerbations compared
with placebo (applying HCRU, p<0.05) and statistically significant decreases of 22% the incidence of
overall exacerbations compared with placebo (EXACT questionnaire, p<0.01).

These data indicate that treatment with 400 pg aclidinium/formoterol 12 pg FDC twice daily is
effective rapidly and sustained bronchodilation, which is greater than each single agent and well
tolerated. Twice daily maintenance treatment with aclidinium/formoterol FDC improves lung function
and suggest achievement an effective 24-hours symptoms control.

Keywords: Aclidinium/formoterol in fixed dose combination, COPD, symptoms, 24-hours control
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BbBeageHne

[naBHUTEe NaTOMM3MONOTMUYHN XapaKTepuc-
TUKM Ha XpoHunyHa Ob6cTpyKkTMBHA benoppobHa
Bonect (XOBb) ca orpaHnyeHne Ha Bb3ayLIHNA
noTok 1 6enofpobHa xunepuHpnaums, KouTo
00YyCnaBAT KAVHUYHUTE CUMMTOMU Ha 3afyx u
NMOHVKEH Puamyeckn TonepaHc (25). Abnro-
JencTBalmTe MyCKapuHOBK PeLenTOpHN aHTa-
roHuctn (OJMA) Boaat go 6oHxoaunartauus
ype3 KOHKYpeHTHO OnokmpaHe Ha aueTunxo-
NIMHA B MyCKapuHoBUTe peLentopw (1) n KaTto pe-
3ynTaT NOBULIABAT UHCMMPATOPHUA KanaumTeT n
HamansaeaT xunepuHdnaymaTta (22). Jpyra Bb3-
MOXHOCT 3a 6poHX0AMNaTaLNs € AUPEKTHO CTU-
MyfpaHe Ha [3 peLenTopuTe Ypes AbJIroAencT-
Bawwm B2 aroHnctu (OOBA).

OOMA/OOBA koMbuHauma pukcnupaHa gosa
(K®O) nokaseaT NpeBb3XoACTBO CMPAMO MOHO
KOMMOHEHTUTE CM MO OTHOLUEHME nofobpeHme
Ha 6enopgpobHaTa QYHKLUMA 1 KAauyecTBOTO Ha
XuBOT (3, 4, 9, 18, 20). KOMGUHUpPaAHETO Ha ABa
OGpoHxoaunaTaTopa C pasfiniyeH MexaHU3bM Ha
JencTBre B e4HO YCTPOMCTBO MMa noTeHumana
[a nogobpu NpuabpKaHeTo KbM TepanuaATa (7,
28) 1 NOCTUTHE NO-J06BP KOHTPOJ Ha CUMMTO-
MuTe.

EdukacHocT Ha aknuguHves 6pomua/
dopmotepon pymapar KO

MoHoTepanua ¢ aknuauHues 6pomug ae-
MOHCTpUpa NogobpsiBaHe Ha HOLLHWTE U PaHHU
cyTpewHn cumntommn Ha XObb (5). Pesyntatute
OT KNMHUYHUTe npoyuBaHua ®asa Il n lll ¢
aknuanHuym 6pomup 400 ug ABa MbTU JHEBHO
nokasBaT CUrHUpMKaHTHa BpoHxoaunaTaums
cpeLly nnauebo oule B nbpBuTe 24 Yaca oT Mbp-
BuA aeH (11, 15), curHupukaHTHa 6poHxoanNa-
Tauua cpelly TMOTPONMYM B MbpBUTe 24 Yyaca ot
neveHneto (13, 15), CUTHUPUKAHTHO U KNMUHUYHO
nofobpeHue Ha cnaga Ha ®EO1 1 Ha BbpxoBUSA
®EO1, nogobpeHre Ha 3aayxa 1 KaueCcTBO Ha »Ku-
BOT CpeLly nniauebo, curHndrKaHTHO nogobpe-
HME Ha HOWHU M PaHHU CYTPELUHU CUMMATOMM
cpeuty nnaue6bo (3,5, 11), HamanaBaHe YecToTaTa
Ha ek3auepbauunTe Ha XOBb (4) n pegyuupaHe
NPUIOXKEHNETO Ha 06N1eKYaBaLL MeanKaMeHTH
cnpsmo nnaue6o. AKNMANHUYM CUTHUGVKAHTHO
nopobpsaea pasnpepenieHneTo Ha 6enoapob-
HUTe obemn OT 6aszanHu yC0BMA, HaMansABa
CbMNPOTUBNIEHNETO HA AUXATENIHWTE MbTULA,
nofobpABa ANCNHeATa 5 MUH. ciefl NPUIIoXKeHne
1 No-6bP30 1 MapKUpPaHO HamanaBa XunepuHob-
naumsaTa B CpaBHEHNE C IMUKOMMPOHMYM MpK Na-
LMEHTU C TeXKKa 1 MHoro Texxka XOBb (22). Aknu-
OVHUYM e C gobpa NoHOCUMOoCT, 6bP30 ce xuapo-
N13unpa, Nopaamn KoeTo nma Nnpodun Ha Hexxena-
HU cbObUTNA, NogobeH Ha nnauebo (5,13,15).

AKNMOMHUYM Ce npunara Ype3 MHOrofj0308
MHXanatop 3a cyx npax Genuair®, neceH 3a yno-
Tpeba, C MHOXeCTBO MeXaHM3Mu 3a obpaTHa
Bpb3Ka U 3a 6e3onacHocT (2, 8). Mpu 3apasn
WHAVBVAN VHXANaToOPbT JOCTABA aKNUAUHUYM C
BMCOKa Aeno3nuuna B 6enus gpob (19), nauunen-
TUTe C ymepeHa fo Texxka XObb morat ga noctur-
HaT MHCNMpaTopeH AebuT, AOCTaTbyeH 3a Ha-
LEXOHO MHXanMpaHe Ha MbiHaTa gosa (17). Nk-
XaNlaTopbT Ce NpuemMa obpe oT NauneHTuTe 1 Te
ronpeanounTaT npea apyru yctponcrea (14,27).

®opmoTepon dymapar (F) ABa MbTU JHEBHO B
KOMOUHaLMA C UHXanaTopPeH KopTukocTepoung e

Introduction

The main pathophysiological characteristics
of Chronic Obstructive Pulmonary Disease
(COPD) is airflow limitation and lung hyper-
inflation, which determine the clinical symptoms
of breathlessness and decreased physical tole-
rance (25). Long-acting muscarinic receptor an-
tagonists (LAMA) lead to bronchodilation by
competitive blockade of acetylcholine at musca-
rinic receptors (1) and as a result increase the
inspiratory capacity and decrease hyperinflation
(22). Another option for bronchodilation is
directly stimulating the B2 receptors by long-
acting B 2 agonists (LABA).

LAMA/LABA fixed-dose combination (FDC)
shows superiority over monocomponents as
regards improvement in lung function and
quality of life (3, 4, 9, 18, 20). Combining two
bronchodilators with different mechanisms of
action in a single device has the potential to
improve the adherence of the patient (7, 28) and
achieve better control of symptomes.

Efficacy of aclidinium bromid/
formoterol fumarate FDC

Aclidinium bromide monotherapy demons-
trated to improve night-time and early morning
symptoms of COPD (5). The results of clinical
trials Phase Il and lll with aclidinium bromide 400
pg twice daily show significant bronchodilation
versus placebo over 24 hours (11, 15), significant
bronchodilation against tiotropium in the first 24
hours of treatment (13, 15), significant and
clinical improvement in trough FEV1 and peak
FEV1,improvement of dyspnea and quality of life
versus placebo, significantly improved night-
time and early morning symptomsvs. placebo (3,
5, 11), decreases the rate of COPD exacerbations
(4) and reduction of relief medication use versus
placebo. Aclidinium bromide significantly
improves the distribution of the lung volumes of
basal conditions, improves dyspnea 5 minutes
after administration and shows more rapid and
marked decrease of hyperinflation in compari-
son with glycopironium in patients with severe
and very severe COPD (22). Aclidinium bromide
is well tolerated, rapidly hydrolyzed and there-
fore has adverse event profile similar to placebo
(5,13,15).

Aclidinium bromide is administered by multi-
dose dry powder inhaler Genuair®, which is easy
to use, with multiple feedback mechanisms and
safety (2, 8). In healthy subjects, the inhaler
delivers aclidinium with high lung deposition
(19), patients with moderate or severe COPD can
achieve a sufficient inspiratory airflow through
the inhaler to reliably inhale the full dose (17).
The inhaler is well accepted by patients and they
are preferreditto otherdevices (14, 27).

Formoterol fumarate twice daily in combina-
tion with an inhaled corticosteroid is shown to



nokasaH 3a nogobpasaHe Ha AHEBHUTE CMMNTO-
MW 1 32 HamaNABaHe Ha HOLWHUTE CbOYXAaHWSA
(6,21).

AknuguHmnym n dopmotepon dymapat ce
npwnarat ABYKpPaTHO, KOETO mpepnonara, ye
ocurypseat 24-yacos npodun Ha nofobpeHne
Ha ¢yHKUMATa Ha 6ennTe po6OBE 1 KOHTPOS Ha
cmmnTommuTe. AKnuanHnes 6pomuna/dopomote-
pon dymapart (A/F) KDL e paspelieHa B EBpo-
Menckua Cblo3 1 e NnokasaHa 3a NoAAabpKallo
6poHxoamnnaTaTopHO neyeHne 3a obnekyaBaHe
Ha CUMNTOMUTE MPY Bb3PACTHM MALUEHTU C
XOBb.

A/F KOL e npoyueHa B aBe Pa3a lll, geoinHo-
cnenw, paHAOMU3UPaHU, C MapanenHn rpynu, ak-
TUBHO 1 nnauebo KOHTPONMpaHM MHOFOLEHT-
poBu npoyuBaHus (10, 24), KonTo ca ¢ nogobeH
Ov3anH. Te ca C NPOOBbMKUTENHOCT 24-cegmuun
M umaT 3a Uen Aa CpaBHAT edrKacHOCTTa Ha
6poHxoAMnaTaToOPHMA OTTOBOP, Bb3eNCTBMETO
BbPXY CUMMNTOMUTE U 34PaBHMA CTaTyC, KaKTo ”
6e3onacHocTTa Ha aABe fo3u A/F KDL (400/12 pg
1 400/6 ug), npynoxeHa ABa MbTY fHEBHO C KOM-
NMOHEHTWTE Ha MOHO Tepanua (aknuanuHuym 400
Hg 1 popmoTepon 12 ug) n nnauebdo npu nauu-
EHTU CyMepeHo TexKa 1 Texkka XOBb.

MNauyneHTnTe ca paHgomMM3MpaHn 2:2:2:2:1
npu ACLIFORM wmnu 1:1:1:1:1 AUGMENT 24-ceg-
MWYHO [JBOVIHO-C/IAMO JleyeHye C fiBa MbTyW JHEB-
Ho A/F FDC400/12 pg nnn 400/6 pg, 400 ug
aknuanHuym, 12 ug dopomoTepon nnu nnauebo
npunoXxeHn ypes nHxanatop Genuair® / Press-
air®. NMbpBUYHMTE KparHM TOYKN Ca NPOMAHA OT
N3XOAHOTO HUBO Ha 24 ceamumLIa Ha CYTPeLLHNA
OEOTennH yac cnep go3arta CNpAMO akNUaNHU-
yM 400 ug (npuHoca Ha dopmoTepon), cyTpeLl-
Hua OEO1 npean npunaraHe Ha go3ata (cnaga
Ha OEOT) cnpsamo ¢opmoTepon 12 pg (MprHoca
Ha aKnMAUHWYM). BTopryHUTE KpamHW TOUKM ca
NpomMsAHa CNPAMO U3XOAHUTE CTOMHOCTU Ha
OEO1 Tpwn yaca cnep posata (Bbpxosusa OEOT),
npw YacT OT NaLMeHTUTe e NpoBeXaaHa 12-yaco-
Ba CMpomeTpusa, npomMaHaTa Ha TDI n npomsaHa
OT 13xoaHOTO HMBO B SGRQ Ha 24 cegMmnLia (Kak-
TO CnpsiMo Mauebo), oTroBopurTe Ha Tepanus (%
naumveHTn, NOCTUrHaNM MUHMManHaTa KNMHNYHO
3Haumma pasnuka (MCID) — nosuweHne Ha cbo-
paHaTDIc=1eaunHunua n cbopa Ha SGRQ=4 egu-
HULW); MPOMEHU CMIPAMO U3XOAHMWTE CTOMHOCTU
Ha cumnTomuTe Ha XOBb (TotaneH EXACT- cbop
Ha pecnupatopHu cumntomun [E-RS]). HowHnte
(NiSCI) n paHHuTe cyTpewHu cumntomm (EMSCI)
Ca MOMbJIBaHW ABYKPATHO B eJIeKTPOHEH [IHEB-
HUK. Ek3auepbaunnte Ha XOBb ca oueHeHn Mo
yCcBOABaHeTO Ha 3apaBHu pecypcu (HCRU) u
EXACT BbNpOCHMK.

OueHKaTa Ha 6e30MacHOCTTa BKJIIOYBA 3annc
Ha HebnaronpuaTHu cvbuTna (AE), nabopatop-
HW 13CNeaBaHNA, U3MEPBaHUA Ha KPbBHOTO Ha-
nAaraHe, 12-kKaHanHu enekTpokapguorpamm (EKT)
1 24-yacoB 12-KkaHaneH Xontep 3anuc (nognpo-
yuBaHe npu 20% ot naumeHTuTe). OCHOBHUTE He-
»KenaHu cbpaeyHo cbposu cboutma (MACE; o6-
Wa CbpAEYHO-CbAOBA CMbPT, HedaTaneH WH-
dapKT Ha MuoKapaa M HedbaTaneH UHCYNT) ca
OLeHeHUN 1 KnacuduumpaHu oT He3aBUCKM, 3a-
CreneH oLeHsABaLL KOMUTET.

Ot 3421 paHpomun3npaHu naumeHTn 3394 ca
BKJIIOYEHU B nonynauuara C HaMepeHue 3a neyve-

improve symptoms and daily reduction of noc-
turnal awakenings (6,21).

Aclidinium bromide (LAMA) and formoterol
fumarate (LABA) was applied twice, suggesting
that provide 24-hour profile of improvement in
lung function and symptom control. Aclidinium
bromide/ formoterol (A/F) FDCis approval in the
European Union and is indicated for maintenan-
ce bronchodilator treatment to relieve symp-
tomsinadult patients with COPD.

A/F FDC has been studied in two Phase llI,
double-blind, randomized, parallel group, place-
bo and active-controlled, multicentre studies
(10, 24) that are similar in design. They have a
duration of 24 weeks and aim to compare the
efficacy of bronchodilator response, the impact
on symptoms and health status, and safety of
two doses of A/F FDC (400/12 pg and 400/6 ug)
applied twice daily to components monothera-
py (aclidinium bromide 400 pug and formoterol
12 pg) and placebo in patients with moderate
and severe COPD.

Patients were randomized 2: 2: 2: 2:1 at
ACLIFORM or 1: 1: 1: 1: 1 at AUGMENT 24-week
double-blind treatment with twice daily A/F FDC
400/12 or400/6 ug pg, 400 pg aclidinium, formo-
terol 12 pg or placebo administered via inhaler
Genuair®/ Pressair®. The primary endpoints were
change from baseline to 24 weeks of morning
FEV1 1 hour post-dose compared aclidinium 400
Mg (contribution of formoterol) FEV1 morning
pre-dose (trough FEV1) compared to formoterol
12 pg (contribution of aclidinium). Secondary
endpoints were change from baseline in FEV1
three hours post-dose (peak FEV1), in some
patients is conducted 12-hour spirometry, the
change of TDland change from baseline in SGRQ
atweek 24 (as compared to placebo) the answers
to therapy (% of patients achieved the minimum
clinically significant increase (MCID) the score of
TDI with =1 unit and the score of SGRQ>4 units);
changes from baseline of COPD symptoms
(EXACT- total score of respiratory symptoms
[EXACT-RS]. Night (NiSCl) and early morning
symptoms (EMSCI) are filled twice in an electro-
nic diary. Rate of COPD exacerbation were evalu-
ated by utilization of healthcare resources
(HCRU) and EXACT questionnaire.

Safety assessments included adverse events
recording (AE), laboratory tests, and arterial blo-
od pressure measurements, 12-lead electrocar-
diograms (ECG) and 24-hour 12-channel Holter
recordings (substudy with 20% of patients).
Major adverse cardiac events (MACE; total car-
diovascular death, nonfatal myocardial infarc-
tion and nonfatal stroke) were assessed and clas-
sified by an independent, blinded assessor Com-
mittee.

From 3421 patients, 3394 randomized pati-
ents are included in the intent to threat (ITT) po-
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MpomsHa ot u3xoaHo HBo Ha OEOT (ml) 1 yac

cnep po3ata Ha 24 cegmuua (LS mean change)

Change from baseline in 1-hour morning

post-dose FEV1 at Week 24 (LS mean change)

Hue (ITT). bpoAT Ha ek3auepbaunnTe Npes npes-
Xo[HaTa roguHa e 6un HucbK (0.3-0.5 obocTps-
Hus). KaTto usino, 1335 (39.3%) oT naumeHTuTe B
nonynauuaTa Ha ITT-o6ocTpAHUA ca u3non3sanu
MHXaNaTOPHU KOPTUKOCTEPOUAN HA M3XOAHO
HuBo. ITT e ctpatndmympana no GOLD rpyna:
9.2%-kaTeropua A, 45.9%-kateropua B, 3.0% -
kateropua Cun41.9%-kateropusaD.

Mo Bpeme Ha NpoyyYBaHETO MefIKaMEHT! Ka-
TO TEOQUNUH, UHXANATOPHU KOPTUKOCTEpOMAN
(ICS), opanHu nnn NapeHTepanHM KOpPTUKOCTe-
pounan (£10mg/peH nnm 20mg npe3 AeH Ha
npeaHN30H) ca MO3BOJIEHM, aKO leyeHneTo e bu-
N0 CTabUNIHO >4 cegMULIN NPeAN CKPUHWHTA.

[oknagBaH e cObopeH aHanu3 Ha AaHHU OT
[BeTe Npoy4BaHWA, KOUTO 3aelHO NPeaoCTaBAT
Mo-TOYHW OLEHKIN Ha Bb3aencterneto Ha A/F KO
BbPXY CUMMATOMUTE U eK3auepbaunnTe B cpas-
HeHMe He camo ¢ nNnauebo, HO 1 CMPSIMO MOHOTe-
panus, B LLeNus WMPOK CMEKTbP OT KpanHU Tou-
Ku (4).

EdukacHocTtTa Ha A/F KO 400/12 pg aBa nb-
TV AHeBHO ype3 Genuair® e NpoyyeHa cnpAmo
bnyTnkasoH nponuoHat/canmetepon (FP/S)
500/50 pg aBa nmbTn gHeBHO upe3 Accuhaler®
BbB (Maza lllb, 24-cegMnyHO paHAOMU3IUPAHO
LBOVHO-CNIAMNO MpoyYBaHe MNpu MauumeHTn c
XOBb n CAT =10. [TbpBrYHa KpaliHa TOUKa € Bbp-
oBuA OEO1. BropuuHum kKpaiHm Toukn ca TDI, CAT,
npeanoYnTaHnA KbM YCTPOMCTBOTO U eK3aLep-
GauunTe (26).

I.NMogo6peHne Ha 6enopgpobHaTa GyHKLMA

1. CytpeweH OEO1 enunH vyac cnep gosata —
A/O KO 400/12 pg nogobpasa CUrHNGUKAHTHO
cytpewHna OEO1 1 yac cnep go3aTa CNpAMO MO-
HOKOMMOHeHTMTE 1 nnaLebo Ha 24 cegmuLia.

B npoyusaHeto ACLIFORM-COPD A/F KO
400/12 pg n A/F KO 400/6 pg nokassaT CUrHU-
duKaHTHa NpomaAHa Ha cyTpewHma OEOT 1 vac
cnep po3ata oT 6asanHuTe CTOMHOCTY B CpaBHe-
Hue ¢ nnauebo (cpefHa CTOMHOCT NO MeToAa Ha
Hali-mankute kBagpatu ), (CC: 299 ml n 244 ml
pecnekTmBHO; p<0.001) Ha 24 cegmuua (24)
(dur.1).

300 . 4
ACLIFORM _
250 g
200
150
100
50
0
< P 299¥**
50 L —
Mnaue6o  Qopmotepon Aknuguuym  A/F KOL
Placebo  Formoterol  Aclidinium  A/FFDC
12 g 400 pg 400/12 pg

*p<0.05, *** p<0.01, **** p<0.0001
A/F KOL - Aknuaninym/Oopmotepon KombuHaLmua Gukcupaxa fo3a
A/F FDC - Aclidinium/Formoterol fixed dose combination

pulation. The number of exacerbations in the
previous year was low (0.3-0.5 exacerbations).
Overall, 1335 (39.3%) patients in the ITT popula-
tion with exacerbations used the inhaled corti-
costeroids at baseline. ITT was stratified by GOLD
group: 9.2%, Category A, Category B-45.9%, the
3.0%category Cand 41.9%-in categoryD.

During the study drugs such as theophylline,
inhaled corticosteroids (ICS), oral or parenteral
corticosteroids (<10 mg/day or 20 mg every ot-
her day of prednisone) are allowed if treatment
was stable >4 weeks before screening.

Reported a pooled analysis of data from two
studies that together provide more precise esti-
mates of the impact of aclidinium/formoterol
FDC on symptoms and exacerbations compared
not only versus placebo, but also versus mono-
therapy, across awide range of end points (4).

The efficacy of the A/F FDC 400/12 pg twice
daily by Genuair® was studied compared fluti-
casone propionate/salmeterol (FP/S) 500/50 pg
twice daily by Accuhaler®Phase lllb, randomized,
24-week double-blind study in COPD patients
and CAT =10. Primary endpoint was the peak
FEV1.Secondary endpoints were TDI, CAT, device
preferences and rate of exacerbations (26).

I.Improvement of lung function

1.Morning FEV1 1 hour after drug administra-
tion — A/F FDC 400/12pg improved significantly
morning FEV1 1 hour after the drug administra-
tion compared to placebo and monocompo-
nentsatweek 24.

The ACLIFORM-COPD study A/F FDC 400/12
pg and A/F FDC 400/6 pg showed significant
change in morning FEV1 one hour after the dose
from baseline values compared to placebo
(mean value of least squares) (LS) (LS: 299 mland
244 ml, respectively; p <0.001) at week 24 (24)
(fig.1).
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Our. 1. Mpomana ot n3xoaHo H1Bo Ha OEOT eguH uac cnep ao3ata Ha 24 ceamuuia (10, 24)
JlaHHWTE ca 10KNaiBaHN KaTo CPeIHM N0 METOA Ha Hali-ManKuTe KBaApaTu.
Fig.1.Change from baseline in 1-hour morning post-dose FEV1 at Week 24 (10, 24)

Data are reported as least square mean change from baseline.



MpoMsHa 0T U3XOAHO HMBO Ha CYTPELUHNA NPpefo30B

OEO1 (ml) Ha 24 cegmuua (LS mean change)
Change from baseline in morning predose (trough) FEV1 at Week 24

Mopo6HuW ca n pe3ynTaTTe Npy NpoyYBaHe-
T0 AUGMENT. A/F KOO 400/12 pg n A/F KOO
400/6 pg nokaseaT CUrHUGUKAHTHO MO-BUCOKA
npomsaHa oT 6a3anHuWTe CTOMHOCTM Ha CyTpeLl-
HuA OEO1 1 yac cnep go3ata B CpaBHeHMe C Nia-
uebo cpenHa pasnuka (CP)(CP: 108 ml n 87 ml
pecnekTnBHO; p<0.0001) Ha 24 cegmunua (dur.1)
(10).

W nBeTe MOHO Tepanuu CblLO NOKa3BaT CUr-
HUdVKaHTHO nopobpeHre oT 6azanHWTe CTON-
HOCTM B CpaBHeHue ¢ nnauebo (p<0.001)(10, 24).
MNMonobpeHuneTto Ha OEO1T e cUrHNPUKaHTHO Mo-
BMcoko 3a A/F KO 400/12 ug v A/F KO 400/6
Mg CPAMO MOHO KOMMOHEHTWTE BbB BCsKa Bpe-
MeBa Touka (p<0.001npu npoyuBaHeTo ACLI-
FORM, p<0.05 npun npoyuBaHeto AUGMENT) (10,
24). BbB BCUMYKM TOYKM OT MbpBaTa go3a Ha A/F
KO 400/12 pg n A/F KO 400/6 pg ce Habnto-
[1aBa CUTHNGUKAHTHO NofgobpeHKe oT 6a3anHu-
Te CTOMHOCTM B CPaBHEHME C aKNuguHuym, pop-
MoTepon unnauebo (p<0.01,3aBcnukn) (10).

2. Mpepo3os OEO1T (cnaga Ha OEO1) - A/D
KOO 400/12pug nogobpasa curHuduKaHTHO npe-
nososua ®EO1 cnpsamo nnauebo 1 MoHoTepa-
nus c popmoTepos Ha 24 cegmuLia.

A/F KO 400/12 pug n A/F KO, 400/6 ug no-
Ka3BaT CTaTUCTUYECKM CUTHUPUKAHTHO NO-BKCO-
Ka npomsHa B cnaga Ha ®EOT ot 6azanHu ycno-
BUA Ha 24 cegmMuLa B CpaBHeHMe ¢ nnauebo (CC:
143 mln 111 ml pecnekTnBHo; p<0.001) (24). Mo-
HOTepanus C aknUAVHUYM U GopmMoTepPO No-
Ka3BaT CbllLo NofobpeHre B CpaBHeEHME C Mna-
ue6o (p<0.001, pecnekTnBHo p<0.01) (24). Pa3-
NMKaTa Ha 24 cegMmuua € CUrHUPUKAHTHO Mo-
Bucoka npu A/F KO 400/12 pg n A/F KO 400/6
Mg cpelyy dopmMoTepon BbB BCUUKM ToukM (CP:
85ml; p<0.001 153 ml; p<0.01) (Ppur.2) (24).

26

Similarly the results of the AUGMENT study
A/F FDC 400/12 pg and A/F FDC 400/6 pg are
showed significantly greater difference (mean
difference -MD) from baseline values of morning
FEV1 one hour post-dose compared with
aclidinium (MD: 108 ml and 87 ml respectively; p
<0.0001) atweek 24 (fig. 1) (10).

Both monotherapies also showed significant
improvement from the baseline values compa-
red to placebo (p <0.001) (10, 24). The improve-
mentin FEV1 was significantly higher for A/F FDC
400/12 pg and A/F FDC 400/6 pug compared with
monocomponents at each time point (p
<0.001at ACLIFORM study; p <0.05 at AUGMENT
study) (10, 24). At all points the first dose of the
A/F FDC 400/12 pg and A/F FDC 400/6 ug
demonstrated a significant improvement from
the baseline values compared to aclidinium,
formoteroland placebo (p <0.01, forall) (10).

2. Trough FEV1 (predose FEV1) - A/F FDC
400/12pg showed significantly improvement in
trough FEV1 from baseline versus placebo and
monotherapy with formoterol at week 24.

A/F FDC 400/12 pg and A/F FDC 400/6 ug
showed statistically significantly greater change
in the trough FEV1 from baseline at week 24
compared to placebo (LS: 143 ml and 111 ml,
respectively; p<0.001) (24). Aclidinium or formo-
terol monotherapy also demonstrated an impro-
vement compared to placebo (p<0.001, respecti-
vely, p<0.01) (24). The difference at week 24 was
significantly higher in A/F FDC 400/12 pg and A/
F FDC versus formoterol 400/6 ug in all points
(MD: 85 ml; p<0.001 and 53 ml; p< 0.01) (fig.2)
(24).
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Qur. 2. lpomaAHa 0T M3X0AHO HUBO Ha CyTpeLuHNA npedo3oB OEOT Ha 24 ceamuua (10, 24).
[JlaHHuTe ca 0KNajiBaHI KaTo CPE/HM N0 METOAA Ha Hali-MankuTe KBagpaTu.

Fig.2. Change from baseline in morning predose (trough) FEV1 at Week 24 (10, 24).

Data are reported as least square change from baseline.

AnanorunyHo B npoyusaHeto AUGMENT A/F
K® 400/12 pug curHndmrKkaHTHO nofobpssa cyT-
pewHus npego3os OEO1 (cnaga) oT 6a3anHuUTe
CTOMHOCTU B CpaBHeHMe ¢ dopmoTepon Ha 24
cegmmua (CP: 45 ml; p=0.01) (¢wr.2) (10). B cpas-

Similarin AUGMENT study A/F FDC400/12 pg
significantly improves trough FEV1 (morning
predose FEV1) of the baseline values compared
to formoterol at week 24 (MD: 45 ml; p = 0.01)
(fig.2) (10). Compared with aclidinium improve-
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HeHue C akNnUAVHUYM Nofo0OpPeHNeTo e YNCNEHO
no-sucoko ¢ A/F KO 400/12 pg Ha BCUYKY BU3U-
TW, HO € CTAaTUCTUYECKN CUTHUOUKAHTHO Ha 1- 1
4-cegmnua (24). CUTHUPUKAHTHU NPOMEHUN ce
Habntogasat npu Tepanus ¢ A/F KO 400/12 ug B
CpaBHEHVe C MOHO KOMMOHEHTUTE BbB BCUYKM
BpemeBU Toukn (p<0.05, 3a BCMYKN), C N3KITIOYe-
Hue Ha 18 cegmmua 1 24 cegmmLa CpeLLy aknuam-
Huym (10).

3.Hayvano Ha gelcTBre — 6bp3a bpoHxoamna-
Tauma CbC CUrHUGMKaHTHO nopobpeHue Ha
OEOT fo 5 MVH. OT cyTpellHaTa A03a Ha MbpBUA
[eH B CpaBHeHVe CaknuanHuym 1 nnauebo.

NeuyeHmneTo c A/F KO nokassa 6bp3a 6poH-
Xoamnatauma cbC CUrHUUKaHTHO nogobpeHne
Ha ®EOT po 5 MUH. OT CyTpellHaTa jo3a Ha Mbp-
BVA IeH B CPaBHEHME C akNnAVHUYM 1 nnauebo
(p<0.0001, 3a gBeTte) (10, 24). CUrHUPUKAHTHO
NMo-BMCOK OPOI/MPOLIEHT OT MALMEHTUTE NP Te-
panusa c A/F KO 400/12 ug (26.35%), A/F KO
400/6 ug (23.1%) n popmoTtepon (28.3%) nokas-
BaT Hayano Ha gencreue (GepuHmMpaHo Kato no-
BULLEHMe noBeye oT 15% oT 6a3anHuUTe CTOMHO-
ctn Ha OEO1 Ha 5 MWH. cnep go3aTa Ha aeH 1),
npu cpaBHeHWe CaknuanHuym (6.5%;p<0.0001,
3a BcAKa A/F KOl B cpaBHeHMe C akNMaUHNYM
unu ¢ nnaue6o (2.1% ; p<0.01, 3a BCUYKM aKTUB-
HuTepanuu) (10).

4. BbpxoB OEO1 - curHndurKaHTHa NpomMsaHa
oT 6a3zanHuTe CTOMHOCTU Ha BbpxoBua OEOT Ha
nbpBuA ieH 1 24 ceamuua

Mpwu cpaBHeHre ¢ nnauebo, TepanuaTa c A/F
K®[ 400/12 ug n A/F KO 400/6 pg Boam fo cur-
HUdrKaHTo NogobpeHne Ha Bbpxosua GEOT Ha
nbpeuA aeH (CC: 216 ml n 208 ml pecneKkTBHO;
p<0.0001) n Ha 24 cegmumua (CC: 285 ml 1259 ml
pecnekTnBHO; p<0.001)(10). NpomeHunTe ca unc-
neHo no-ronemu npu A/F 400/12 pg KO B cpas-
HeHue c A/F 400/6 ug KO Ha nbpBusa fieH 1 Ha 24
cegmMuua. MakcumanHa 6poHxopunaTtauyns B
CpaBHeHue ¢ nnauebo e yctaHoBeHa Ha 3 uac
cnep fo3ata Ha Nbpeu geH npu A/F KO 400/12
pug u A/F KO 400/6 pg (258 ml n 255 ml, pec-
NeKTUBHO) U Ha 24 ceamuua (298 ml v 264 ml,
p<0.0001 3a BCsIKO CpaBHeHMe cpeLly niaLebo)
(10). MogobHM NpomeHn ce HabnogasaT Npu ne-
YyeHne C MOHOKOMIMOHEHTUTE B CPaBHEHME C NNa-
uebo Ha MbpBY AeH 1 Ha 24 ceagmuua (p<0.0001,
3aBCAKO cpaBHeHue) (10,24).

Mpwn 12-yacoBu cepuHK CNMPOMETPUN Ce
HabngaBa CTaTUCTUUYECKN CUTHUDUKAHTHa
npomsaHa oT 6asanHuTe cTonHOCTM Ha MEOT B
CcpaBHeHVe C nnauebo BbB BCUYKM BpeEMEBU
Touku npu Tepanua ¢ A/F KOJ (10). Pesyntatute
Ca yucneHo no-eucokn 3a asete A/F KOL ot
MOHO TepanuuTe. Tean pe3ynTaTi ca B nogKpena
Ha IByKpaTHMA PEXMM Ha Tepanus.

A/F KO nokassa crHMdUKaHTHO NO-BUCOK
BbpxoB OEOT cpewty FP/S Ha geH 1 v Ha 24 cep-
Munua (p<0.0001) (26).

Il. Mopo6peHne Ha cumnToMUTe

1. NopobpeHne Ha cbopa Ha TPAH3UTOPEH
vHAeKc Ha gucnHes (TDI) Ha 24 cegmnua — A/F
K®[ 400/12 pg nogobpsasa KAMHUYHO 3HAYNMO
3aflyxa Ha 24 cegmuua cnpamo nnave6o.

Ha 24 cegmnua asete KO/l nokassaT CUrHU-
dMKaHTHO NopobpeHne Ha cbopa Ha TDI (=1)
cpewy nnauebo (p<0.001T npm npoyyBaHeTo

ment was numerically higher with the A/F FDC
400/12 pg at all visits and is significantly at week
1- and week-4 (24). Significantly changes obser-
ved during treatment with A/F FDC 400/12 pg
compared with monocomponents at all time
points (p <0.05 for all), except on week 18 and
week 24 versusaclidinium (10).

3. Onset of action — rapid bronchodilation
with significant improvement in morning FEV1 5
min. post-dose on the first day compared with
placeboand aclidinium.

Treatment with A/F FDC demonstrated rapid
bronchodilation with significant improvement of
FEV1 5 min. post dose on the first day compared
with placebo and aclidinium (p<0.0001 for both)
(10, 24). Significantly higher number/ percentage
of patients treated with A/F FDC 400/12 ug
(26.35%), A/F FDC 400/6 pg (23.1%) and formo-
terol (28.3%) showed onset of action (defined as
an increase of more than 15% of the baseline
values of FEV 1 to 5 min. after the dose on Day 1)
when compared with aclidinium (6.5%; p<0.0001,
for each A/F FDC compared to aclidinium) or pla-
cebo (2.1%; p<0.01 forall active treatments) (10).

4. Peak FEV1 - significantly improvement
from baseline values of peak FEV1 on the day 1
and week 24.

In comparison with placebo, treatment with
A/FFDC400/12 pgand A/F FDC400/6 ug leads to
significantly improvement of peak FEV1 on the
day 1 (LS: 216 ml and 208 ml, respectively;
p<0.0001) and at week 24 (LS: 285 mland 259 m|,
respectively; p<0.001) (10). Changes are numeri-
cally greater in A/F FDC 400/12ug compared
with A/F FDC400/6 ug on the day 1 and week 24.
Maximum bronchodilation compared to place-
bo was at 3-th hours post-dose on the day 1 with
A/FFDC400/12 pgand A/F FDC400/6 ug (258 ml
and 255 ml, respectively) and week 24 (298 ml
and 264 ml, p<0.0001 for each comparison ver-
sus placebo)(10). Similar changes were observed
in treatment with monocomponents on the day
1 and at week 24 as compared to placebo
(p<0.0001, for each comparison) (10, 24).

In 12-hour serial spirometry statistically signi-
ficant change from baseline values in FEV1 com-
pared with placebo were observed at all time
points during the treatment with A/F FDC (10).
The results were numerically higher for both A/F
FDC as compared to monotherapy. These results
supportthe twice mode of therapy.

A/F FDC showed significantly higher peak
FEV1 versus FP/S on Day 1 and at week 24
(p<0.0001) (26).

Il.Improvement of symptoms

1. Improvement in transient dyspnea index
(TDI) focal score at 24 week — A/F FDC 400/12 pg
clinically significantly improved dyspnea at 24
weeks compared to placebo.

At week 24, both A/F FDC demonstrated
significant improvement of TDI focal score (=1)
versus placebo (p<0.001 in ACLIFORM study;



ACLIFORM, p<0.0001 npu npoyusaHeTto AUGU-
MENT) (10, 24). MopobpeHreTo Ha cbopa Ha TDI
e CMrHuduKkaHTHO no-Bucoko npu A/F KOO
400/12 pg cnpsmo popmoTtepon (p<0.01) n e no-
pobHo npu A/F KO 400/12 ug n A/F KO 400/6
Mg (10). Bcnukm akTBHY Tepannm Ha 24 cegmunua
nogobpsaeaT gucnHeaTa u gocturat MCID oT 1
eauHMLa ot 6asanHu ctorHocT (10).

A/F K[ 400/12 ug 3HaunTenHo nofobpsea
c6opaHaTDI cnpsimo nnawebo npv BCUYKM noce-
weHwus, kato npesuwasa MCID o1 1 egnHuua (CP:
1.32-1.43 egnHuyn; BCUYKN BPEMEBU TOUKMU
p<0.001) ($pur.3) (4).

1.3%x

p<0.0001 in AUGUMENT study) (10, 24). The im-
provement of TDI score was significantly higher
in A/F FDC 400/12 pg against formoterol
(p<0.01), and was similar in A/F FDC 400/12 pg
and A/F FDC 400/6 ug (10). All active treatments
at week 24 improved dyspnoea and reached the
MCID of 1 unitfrom baseline value (10).

A/F FDC400/12 ug significantly improved TDI
focal score versus placebo at all visits, exceeding
MCID of 1 unit (MD: 1:32 to 1:43 units; all time
points p<0.001) (fig. 3) (4).
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Our. 3. MpomaHa oT U3X0fHO H1BO Ha cbopa Ha TDI Ha 24 ceamuuia (10, 24).

Fig.3. Change from baseline in TDI score at Week 24 (10, 24).

A/F KO 400/12 pg curHudurKaHTHO nopo-
6psiBa cbopa Ha TDI cnpsamo dopmoTepon npu
BCMUKKM noceleHns (CP: cnpsimo ¢opmoTepon:
0.47-0.63 egnHnuw; BCMYKM nocelyeHuna p<0.01)
N CNPAMO akNuanHUyM Ha 12 cegmuua (CP: 0.39-
0.44 egnHnuwy; 12 cegmmua n 24 cegmmua p<0.05)
(¢ur.4). Kato uano, 61.9% oT naymeHTUTE NOC-
TurHat MCID B TDI ¢okaneH ckop ¢ A/F KO
400/12 pg B cpaBHeHue ¢ 55.7% 3a aknMAUHNYM,
57.0% 3a popmoTepon 1 40.3% npu nnauebdo (4).

ACLIFORM & AUGMENT pooled data

A/F FDC400/12 g significantly improves TDI
scores versus formoterol at all visits (MD: versus
formoterol: 0.47-0.63 units, all visits p<0.01) and
compared aclidinium at week 12 (MD: versus
aclidinium: 0:39 to 0:44 units; week 12 and 24
p<0.05) (fig.4). Overall, 61.9% of patients achie-
ved MCID in TDI focal score with the A/F FDC
400/12 ug compared with 55.7% for aclidinium,
57.0% forformoterol and 40.3% with placebo (4).
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Our. 4. lpomaHa 0T M3X0AHO HMBO Ha cbopa Ha TDI Ha 24 ceamunuia (cOopHN faHHM) (4).

Fig.4. Change from baseline in TDI score at Week 24 (pooled data) (4).

Mpw cpaBHeHne Ha A/F KO 400/12 ug c FP/S
npu NaumneHTn cbe ctabunHa XObb nogobpeHu-
eTo Ha cbopa HaTDI e noA06HO U He Ce yCTaHOBA-
Ba CUrHUGUKAHTHA pasnmnKa (26).

Improvement in TDI score is similar in com-
parison to the A/F FDC 400/12 g of FP/S in pati-
ents with stable COPD (26).
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2. Nopobpnasa cbopa 3a obujaTta TEXECT Ha
exxegHeBHUTe cumntomm Ha XOBb - ocurypsnBsa
3aCUNIeHOo 0bneKYeHre Ha CUMNToMuUTeE 3a 24 Ja-
cacnpsamo nnauebo v aknugruHnym.

A/F KOO nopobpsiBa CMrHMorKaHTHO obLaTa
TeXEeCT Ha exeaHeBHUTe cumntomu Ha XOBb
(oueHeHm no obwma c6op Ha EXACT-RS) cnpsamo
nnaue6o (ACLIFORM 1 AUGMENT) n cnpsamo ak-
nnanHnym n dopmoTtepon (camo npu ACLIFORM;
p<0.05) (10, 24).

Mpe3 24 cegmuua ce Habnogasa CUrHUGU-
KaHTHO nopob6peHne Ha cpegHua cbop Ha
EXACT-RS npu tepanus c ggete KO v npu moHO
Tepanuute B CpaBHeHVe C nnauebo (3a BCMYKM
cpaBHeHusA, p<0.05)(24) n (p<0.01) (10). Mpome-
HUTe OT GasanHu yCcnoBWA B CPefHUA AHEBEH
c6op Ha EXACT-RS e uncneHo nogobpeH npu A/F
KOO 400/12 ug v curHmdukaHTHO nopgobpeH 3a
A/F KO 400/6 pg cpelly BcAka MOHO Tepanus
(p<0.05) (10). CurHndpmkKaHTHO nogobpeHne ce
yCTaHOBABa OT 6a3ajiHM YCNOBUA BbB BCUYUKM
TepaneBTUYHU FPynu cpelLLy nnauebo Ha BCUYKU
Bu3nTK (p<0.05 3a BCnYKn).

Ha 24 cegmnua, obwmaT pesyntat Ha EXACT-
RS e curHneurkanTHo nogobpeH c KO 400/12 pug
B CpaBHeHWe ¢ nnauebo u ABeTe MOHOTEPANUM
(CP: A/F KO 400/12 pg: -2.4 egnHnum [-18.6%];
aknuauHuym: -1.8 eguHuum [-14.2%]; dopmote-
pon: -1.8 eguHuum [-14.7%]; nnauebo: -1.2 egu-
Huum [-10.0%]; p<0.001 B cpaBHeHMe ¢ Nnauebo;
p <0.01 BCpaBHeHMe c ABETE MOHO Tepanuu;) (4).

KaTto usano, 48.7% OT nauyueHTUTe ca umanu
nogobperHue B coopa EXACT-RS, koiiTo npesu-
waa MCID (npoueHT OT nmauneHTUTe JOCTUr-
Hanu E-RS 06w ckop=>2 egnHULN), B CpaBHEHME C
41.3% c aknupguHunym, 42.3% c dopmoTtepon u
34.4% npv nnauebo (4).

Jleuenneto c A/F KO 400/12 pg 3HaumTenHo
noBuLLIaBa LWaHcoBeTe 3a nogobpasaHe Ha MCID
B CpaBHeHMe ¢ nnauebo (CboTHOWEeHMEe Ha pUCK
[OR]: 1.9; p<0.001) n popmoTtepon (OR: 1.3;
p<0.05), Ho He aknuanHuym (OR: 1.2; p=0.145).

3. HowHu cumntomn Ha XOBb - nopobpsBa
o0LaTa TeXkecT Ha HowHM cumnTomn Ha XObb
cnpAmo nnave6o (ACLIFORM, AUGMENT)(10, 24)
naknnanHnym (ACLIFORM) (24).

JleueHuneto ¢ A/F KO/l noka3Ba 3HAYUTENHN
nonobpeHus cnpsamo nnauebo B obLaTa TexecT
Ha HOLWHUTe cumnTomuTe, namepeHa upes NiSCl,
Ha BCUYKM NOCELLEHNS, BKIIIOYMTENHO U Kpas Ha
npoyusaHeTo (p <0.01, cnpamo nnauebo) (10).

[lokaTo nevyeHne ¢ akNUANHUYM unu Gpopmo-
TEpOs MOHO Tepanun BOAU A0 CUTHUUKAHTHO
nogobpeHvie Ha obLlaTa TEXECT Ha HOLWHUTE
CMMMNTOMM B CpaBHeHMe ¢ nnauebo Ha 4 cegmuua
n Ha 18 cegmumua (n gBete p<0.05), cTatmucTu-
yeckaTa 3HaUMMOCT He e U3MbJIHEHA Ha 24 cea-
mMuua. MauneHTn Ha neyeHne c A/F KO cbobuia-
BaT 3a MO-TofIIMO HaMajneHve B 06LLaTa TeXecT
Ha HOLLHUTE CMMMTOMM B CPAaBHEHME C BCAAKA MO-
HO Tepanua Ha 24-Ta ceMMLA, KaTo pe3ynTaTute
JOCTUraT cTaTucTUYecka 3HaymmocT 3a A/F KO
400/6 ug cpewy aknuauHnym (p<0.05). B
BCUYKW ApYyrv BpeMeBu TOUKK (4, 12 n 18 cepgmm-
ua) u asete KO nokasBaT 3HaUNTENTHO HaMans-
BaHe Ha obLlaTa TeXKeCT Ha HOLWHUTE CUMMITOMM
cnpAmo aknuauHuym (p <0.05) (10).

HabniopgasaHo e unppoBo NO-roasmo Nofo-
6peHe Ha obLLaTa TEXEeCT Ha HOLWHUTE CUMIMTO-

2. Improves the overall daily symptoms of
COPD - provides greater improvements of
overall daily symptoms for 24 hours compared to
place-boandaclidinium.

A/F FDC improve overall daily symptoms of
COPD (valued at total of EXACT-RS) compared to
placebo (ACLIFORM and AUGMENT) or aclidini-
um and formoterol (only ACLIFORM; p <0.05) (10,
24).

At week 24 there is a significant improve-
ment of EXACT-RS total score in both FDC
therapy and in monotherapy in comparison with
a placebo (for all comparisons, p<0.05) (24) and
(p<0.01) (10). The differences from baseline con-
ditions in the overall daily EXACT-RS total score
are numerically improved with A/F FDC 400/12
pg and significantly improved with A/F FDC
400/6 pg versus either monotherapy (p<0.05)
(10). Significant improvements are observed
apparent from baseline conditions in all treat-
ment groups versus placebo at all visits (p<0.05
forall).

At week 24, EXACT-RS total score is signifi-
cantly improved with A/F 400/12 pg FDC com-
pared with placebo and both monotherapy (MD:
FDC 400/12 pg: -2.4 units [-18.6%)]; aclidinium:
-1.8 units [-14.2%]; formoterol: -1.8 units [-
14.7%]; placebo: -1.2 units [-10.0%]; p<0.001
compared to placebo; p<0.01 in comparison
with the two monotherapies)(4).

Overall, 48.7% of patients have improvement
of EXACT-RS total score that exceeds the MCID
(percentage of patients who achieved a com-
mon EXACT-RS score>2 units), compared to
41.3% with aclidinium, 42.3% and formoterol
34.4% placebo (4).

Treatment with A/F FDC 400/12 pg signifi-
cantly increases the chances of improving the
MCID compared with placebo (odds ratio [ORI:
1.9; p<0.001) and formoterol (OR: 1.3; p<0.05),
butnotaclidinium (OR: 1.2; p=0.145).

3. Nighttime symptoms of COPD - improves
overall nighttime symptom severity of COPD
compared to placebo (ACLIFORM, AUGMENT)
(10, 24) and aclidinium (ACLIFORM) (24).

Treatment with A/F FDC shows significant
improvements in the overall nighttime symptom
severity measured by NiSCl, all visits, including
the end of the study (p<0.01 compared to pla-
cebo) (10).

While treatment with formoterol or aclidini-
um monotherapies results in a significant impro-
vement in the overall nighttime symptom seve-
rity compared to placebo at week 4 and week 18
(both p<0.05), statistical significance was not
performed at week 24. Patients treated with A/F
FDCreport a greater reduction in overall severity
of nighttime symptoms compared with either
monotherapy at week 24, the results reach sta-
tistical significance for A/F FDC versus aclidinium
400/6 ug (p<0.05). In all other time points (week
4, week 12 and week 18) two A/F FDC show
significant reduction in the overall severity of
night time symptoms compared with aclidinium
(p<0.05)(10).

There was a numerically greater improve-
mentin the overall nighttime symptoms severity



mu npu A/F KOO 400/12 pg cnpamo A/F KOO
400/6 ug Ha4 cegmmua (10).

MpomsAHaTa OT N3XOAHO HMBO € buna 3Haun-
TenHo no-Bucoka npu A/F KO 400/12 pg B cpas-
HeHue c moHoTepanuu (A/F KOO 400/12 pg:-0.25
eanHnun [-21.6%]; aknnguHmuym 400 pg: -0.16
eanHuym [-14.5%]; dopmotepon 12 pg: -0.19
eanHnum [-18.2%]; p<0.001 cnpAmMo akNMAnHU-
ymu p<0.05 cpewty dopmoTepon) (dur.5) (4)

with A/F FDC 400/12 pg compared with A/F FDC
400/6 ug of week4(10).

The change from baseline is significantly
higher with A/F FDC 400/12 pg compared with
monotherapies (A/F FD 400/12 pg: -0.25 units
[-21.6%]; aclidinium 400 ug: -0.16 units [-14.5%];
12 pg formoterol:-0.19 units [-18.2%]; p<0.001 vs
aclidinium and p<0.05 versus formoterol) (fig.5)

(4).
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Mnaue6o

Mauief Oopmotepon Aknugnduym  A/FKQL Mnauebo  Oopmotepon Aknuguruym  A/F KO
acebo

Formoterol  Aclidinium  A/FFDC Placebo  Formoterol  Adidinium  A/FFDC
12 g 400pg  400/12pg 12 pg 400pg  400/12pg

0.00
-0.057
-0.10
-0.15+

-0.20

-0.25
030 ACLIFORM

**p<0.01 cnp. nnawe6o u Aknugurym / * p<0.01 cnp. nnaue6o

Change from baseline in overall
night time symptoms severity at Week 24

AUGMENT

MpomsHa oT U3X0AHO HNBO Ha 061LaTa TeKecT
Ha HOLLHNTE CUMNTOMM Ha 24 cegmuLa

MpomsaHa 0T U3X0AHO HUBO Ha 06LL4aTa TeXeCT

Ha PaHHWTE CYTPELLHY CUMNTOMY Ha 24 cemuua

A/F KOL - Aknuputnym/QopmoTtepon KombuHaLma dpukcupata oa
A/F FDC - Aclidinium/Formoterol fixed dose combination

@ur. 5. MpomAHa 0T U3X0/1HO HIBO Ha 06LLIATA TEXECT Ha HOLLIHUTE CUMNTOMM Ha 24 cemuuia (10, 24).
Fig. 5. Change from baseline in overall night time symptoms severity at Week 24 (10, 24).

4. PanHu cyTpelwHn cumntomm Ha XObb

CpepHaTa oLeHKa 3a 06LaTa TeXXEeCT Ha paH-
HU cyTpeLwHn cumntomn upe3 EMSCI e curtndu-
KaHTHO nopobpeHa 3a A/F KOl B cpaBHeHMe ¢
nnaue6o BbB BCUUKM BPEMEBU TOUKM, BKITHOUM-
TeJIHO B Kpas Ha npoyysaHeTo (p<0.01, 3a Bcny-
Kun) (10). MoHOTepanunTe He ca Noka3anu Nogo-

O6peHVe B TeXKECTTa Ha CUMMNTOMMKTE CIPAMO Mna-
Lebo c U3KYeHne Ha popmoTepon Ha 4-Ta cea-
mMunua (p<0.01) (10).

Ha 24-Ta cegmnua, cpegHaTta oLeHKa 3a 06-

LLaTa TEXECT Ha PaHHU CYTPELIHW CUMMNTOMM Ha
XOBb upe3 EMSCI e curHudrkaHTHO nogobpeHa
3a gBete A/F KO} B cpaBHeHMe C akNMMHNYM
(p<0.05), HO He 1 cnpsaMo dopmoTepon. 3a BCUY-
Kun gpyru Bpemesu Touku asete A/F KO curHu-
bUKaHTHO HamanABaT TeXeCTTa Ha pPaHHWTe CyT-
PELLUHU CUMMTOMU B CPaBHEHME C BCsIKa MOHOTe-
panusa (p<0.01 3a BCMYKK), C U3KTKOUYeHNE Ha 4
cegmuua 3a A/F KO 400/12 pg cnpamo ¢opmo-
Tepon (10). Habnogasa ce nogobpeHune ot
N3XOAHOTO HUBO B LiANIOCTHATa TEXECT Ha PaHHM
cyTpewHn cumntomu (A/F KO 400/12 pg : -0.23
eanHnun [-17.0%]; aknugmHmym 400 pg: -0.14
eanHnum [-10.7%]; dopmoTtepon 12 ug: -0.17
eanHnum [-13.6%]; p<0.001 cnpAMO akNMAnHK-
ymu p<0.01 cnpamo popmoTtepon) (dpur.6) (4).

Mnaue6o  Qopmotepon Aknugunuym — A/F KO[
Placebo  Formoterol  Adlidinium  A/FFDC
12 pg 400 pg 400/12 pg

0.00
-0.057
-0.10
-0.15
-0.20

aseline in early-morning symptoms

severlty at Week 24 pooled date

035 ACLIFORM

4.Early morning symptoms of COPD

The average overall early morning symptoms
severity score by EMSCI is significantly impro-
ved with A/F FDC compared with placebo at all
time points, including the end of the study
(p<0.01 for all) (10). Monotherapy showed no
improvements in the severity of early morning
symptoms versus placebo except for formoterol
attheweek4 (p<0.01) (10).

Atweek 24, the average overall early morning
symptoms score of COPD by EMSCI is signifi-
cantly improved with two A/F FDC compared to
aclidinium (p<0.05), but not compared to formo-
terol. For all other timepoints two A/F FDC signi-
ficantly reduces the severity of early morning
symptoms severity as compared to each mono-
therapy (r<0.01 per total), except for the 4 week
A/FFDC400/12 ug versus formoterol (10).

There is improvement from baseline in the
overall severity of the early morning symptoms
(A/F FDC 400/12 pg: -0.23 units [-17.0%]; aclidi-
nium 400 pg: -0.14 units [-10.7%], formoterol
12 ug:-0.17 units [-13.6%]; p<0.001 vs aclidinium
and p<0.01 versus formoterol) (fig.6) (4).

Oopmotepon Aknugunuym  A/FKOL
Formoterol ~ Aclidinium  A/F FDC
12 pg 400 pg 400/12 pg

Mnaue6o
Placebo

AUGMENT

*p<0.05 cnpamo AKnuAMHIYM 1 nnaLe6o
A/F KOA - Aknugnrnym/Oopmotepon KombuHaLmna Gukcupaxa 4o3a
A/F FDC - Aclidinium/Formoterol fixed dose combination

Change from

Our. 6. [pomAHa 0T M3X0HO HUBO Ha 06LLaTa TEXECT Ha PaHHUTe CYTPeLLHN CAMNTOMM Ha 24 ceamuua (4).
Fig. 6. Change from baseline in early-morning symptoms severity at Week 24 pooled date (4).
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YecroTa Ha yMepeHo TEKKM U TEKKM
ek3auep6auuu Ha nauvent/ropguna (HCRU criteria)
Rate of moderate to severe COPD exacerbations

YecroTa Ha BCuKM ek3auepbauum

11l. XOBb ek3auep6auyun

A/F KO nokasa CTaTUCTUYECKM 3HAUYMMO
HamaneHwue c 29% Ha yectoTaTa Ha CpejHO TexX-
KUTe 1 TEXKM eK3alepbaunn B CpaBHEHME C Na-
Le6o (p<0.05) n cTaTCTUYECKN 3HAYMMO Hama-
neHne ¢ 22% Ha 4yecToTaTa Ha BCUYKKU BUAOOBE
ek3auepbaunn B cpaBHeHMe c niauebo (p<0.01).

YecToTaTa Ha yMEpEHU MUK TEXKM 060CTpA-
Hu1A oueHeHn ype3 HCRU e 3HauMTeNnHO no-Huc-
Ka (-29%) c A/F KO 400/12 pg B cpaBHeHue ¢
nnaue6o(p<0.05 (opur.7) (4).

ACLIFORM & AUGMENT pooled data

11l. COPD exacerbation

A/F FDC shows a statistically significant re-
duction by 29% the rate of moderate and severe
exacerbations compared with placebo (p<0.05)
and statistically significant reduction by 22% in
the incidence of all types of exacerbations com-
pared to placebo (p<0.01).

The rate of moderate or severe exacerbations
evaluated by HCRU is significantly lower
(-29%) with the A/F FDC 400/12 pg compared
with placebo (p<0.05) (fig.7) (4).
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[Tnaue6o
Placebo

Oopmotepon
Formoterol

12 g
**p<0.05 cnpamo nnave6o / p<0.05 versus placebo
A/FKOL - Aknuzunnym/@opmotepon Kom6uHaLmua Gukcupana fo3a
A/FFDC - Aclidinium/Formoterol fixed dose combination

AJFROL
A/FFDC
400/12 g

AknuanHnym
Aclidinium
400 pg

Our. 7. YectoTa Ha yMepeHo TeXKN 11 TeXkn ek3auepbawim (oueHenn upes HCRU) (4).
Fig. 7. Rate of moderate to severe COPD exacerbations (evaluated by HCRU) (4).

YecToTaTa Ha BCMYKM eK3aLepbaLmm oLeHe-
HU ype3 HCRU e uncneHo no-Hucka (-24%) c A/F
KO 400/12 pg B cpaBHeHMe ¢ nnauebo, Ho pas-
NMKaTa He [OCTUra CTaTUCTMYeCcKa 3HAYMMOCT
(4,24).

B cpaBHeHue ¢ nnauebo, A/F KO 400/12 pg
3HaUUTENHO yAbJiXXaBa BpPeMeTo [0 MbpBOTO
o6ocTpsiHe (HCRU) ¢ Bcsika TeXKeCT, @ CbLUO U eK-
3auepbalum, KOUTO Ca yMePEeHU UK TEXKN (4).

Mpw nprnnaraHe Ha BbnpocHnKa EXACT, vec-
TOTaTa Ha ek3auepbauunte e CUrHUPUKAHTHO
no-Hucka npu A/F KO 400/12 pg B cpaBHEHMe C
nnaue6o (4). A/F KO 400/12 pg cnpsamo nnade-
60 nokasBa Mno-HuUcKa yectoTa (-22%) Ha ek3a-
uepbauyunte (1.18-1.51 EXACT oboCcTpsaHMA [BCA-
Ka TexecT] 1 0.36-0.47 HCRU obocTpsiHuA [BCsiKa
TEXXEeCT] Ha NauMeHT 3a rofiiHa B eKyBaHuTe rpy-
nu) n yobmkaBaHe Ha BPEMETO 0 NbpBaTa eK3a-
uepbauns (pur.8) (4).

The rate of any exacerbations evaluated by
HCRU is numerically lower (-24%) with the A/F
FDC 400/12 pug compared with placebo, but the
difference does not reach statistical significance
(4,24).

Compared with placebo, A/F FDC 400/12 pg
significantly prolonged the time to first any
severity exacerbation (HCRU exacerbations) and
time to moderate or severe exacerbation (4).
Evaluated by EXACT questionnaire, frequency of
any exacerbations is significantly lower with A/F
FDC 400/12 pg compared with placebo (4). A
lower frequency (22%) of exacerbations (1.18-
1.51 EXACT questionnaire, [any severity] and
0.36-0.47 HCRU exacerbations [any severity] per
patient for year in the treated groups) and pro-
long the time to first exacerbation is found in A/F
FDC400/12 ug compared to placebo (fig. 8) (4).

ACLIFORM & AUGMENT pooled data RR0.78**
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**p<0.05 cnpamo nnave6o / p<0.05 versus placebo
A/F KOL - Aknugnnnym/Oopmotepon KombuHaLmna gukcpaqa 4o3a
A/F EDC - Aclidinium/Formoterol fixed dose combination

Our. 8. YecToTa Ha BCUKM ek3aLiepbauum (oueHeHu upe3 BbnpocHuka EXACT) (4).
Fig. 8. Rate of any COPD exacerbations (evaluated by EXACT questionnaire) (4).



A/F KO 400/12 pg 3HaunTenHO Hamanssa
npoueHTbT Ha EXACT o6ocTpAHKA B CpaBHEHNE
€400 pg aknugunHuym (p<0.05) (4).

YecToTaTa Ha ek3auepbaunnTte npu cpaBHe-
Hue Ha edukacHocTTa Ha A/F KO 400/12 ug ¢
FP/Senopo6bHa (26).

IV. KauecTBO Ha XnBOT

Ha 24 cegmuua ce Habnogasa nogobperHune
Ha cpefiHaTa CTOMHOCT Ha c6opa Ha SGRQ nose-
ye OT 4 eVIHULN, HO Cce HabnoaaBa NPOMsiHa U B
nnaue6o rpynaTa, Nopajau KOeTo He ce yCTaHOBA-
Ba CUTHUGUVKAHTHA pa3fivka Mexay nnauebo u
rpynute C aktmuBHa Tepanuva (24). NogobpeHune
Ha KaueCTBOTO Ha *KMBOT C HaMasABaHe Ha ckopa
Ha SGRQ noseue oT 4 eANHULN Ce HabnogaBa B
no-ronam 6poit naumeHTn Ha Tepanua c A/F KO
400/6 ug Ha 24 cepmuuia cpelly nnauebo (24).

B npoyuBaHeto AUGMENT e HabniopgaBaHO
CUrHMOMKAHTHO NofobpeHne oT 6asanHn CTon-
HocTu B 06wmA cbop Ha SGRQ npu A/F KOO n
npu MoHoTepanus cpewly nnauebo (p<0.05) (10).
BbB BCUMUKYM BpeMeBY TOUKN CUTHUPUKAHTHO Mo-
BMCOK MPOLEHT OTroBOPU (MauMeHT! fOCTUIHa-
nn nogobpeHre >4 eAUHNLIM Ha TOTAJTHUA CKOP
Ha SGRQ) e HabniogaBaHo npu Tepanua ¢ A/F
KO cnpamo nnauebo BKNOYMTENHO 1 Ha Kpasd
Ha npoyuBaHeTo (p<0.01). Ha 24 cegmunua pasnu-
KaTa B obwma cbop Ha SGRQ cpeuy nnauebo
HagBuwWwaBa 4 eguHnum nNpu Tepanus ¢ A/F KO
400/12 pg MM aknMAMHUYM MOHOTepanua
(p<0.001) (10). TepanuaTa C aKNUAVHUYM WA
dopmoTepon nokasea CUrHUPUKAHTHO MO-BU-
COK NpPOLEeHT OTroBopu Ha 4 cegmuua v Ha 24
ceqmmua, Aokato neveHmeto c A/F KOl nokasea
CUTHNGVKAHTHO NO-BMCOK MPOLEHT OTrOBOPUII
npesBcAKa efHa cegmuua (p< 0.05).

MopobpeHneTo Ha KaueCcTBOTO Ha XKMBOT NpU
CpaBHeHMe Ha epukacHocTTa Ha A/F KO 400/12
pg c FP/S e nogo6bHo v He ce Habnoasa curHubu-
KaHTHa pa3nuka (26).

V. MpunoxeHune Ha o6neKyaBawmTe
MeanKaMeHTU

MpunoxeHneTo Ha obneKkyaBalynTe MefurKa-
MEHTV CUTHUGUKAHTHO € HaMasIAo B CPaBHEHME
¢ nnaue6o npu Tepanusa c A/F KO 400/6 pg
(p<0.001) n A/F KO 400/12 pg (p<0.001)(10, 24).
CrHnduKaHTHM NPOMeHN OT 6asaniHu yCioBuyA
ce HabnopaeaT npu ageTe fo3n Ha KO[ B cpas-
HeHue C aknuanHNMym moHoTepanus (p<0.05 npwn
npoyusaHeto ACLIFORM; p<0.01 npn npoyusa-
HeTo AUFGMENT), HO He npu CpaBHEHKE C MOHO
Tepanua ¢opmoTepon (4,10, 24).

VI.MpeanounTaHne Ha yCTPOICTBO

Mpn cpaBHeHMe Ha NPUNOXeHUTe YCTPOun-
CTBa, CUTHNMKAHTHO MoBeYe MauMeHTV npeg-
nountat Genuair (51.9%) ot Accuhaler (18.5%,
p<0.0001) (26).

MNpo¢unHab6e3onacHoCT

O6uiaTa yecToTa Ha HeXenaHuTe neKapcTee-
HU cbbuTuA (HI1P), cBbp3anm c A/F KO e nopob-
Ha Ha Ta3u Ha aknuaunHuym (10, 24) n uncneHo
Manko no-ronama ot ¢opmoTtepon (tabn.1) (10,
24).

A/F FDC 400/12 ug significantly reduces the
percentage of EXACT exacerbations compared
t0400 pg aclidinium (4).

The frequency of exacerbations compared
the efficacy of the A/F FDC 400/12 ug of FP/S is
similar (26).

IV. Quality of life

At week 24 was an improvement in mean
SGRQ total score more than 4 units, but with
changein the placebo group, and therefore does
not establish a significant difference between
placebo and active treatment groups (24). Im-
provement of quality of life with reducing the
score of the SGRQ more than 4 units is observed
in a greater number of patients treated with the
A/FFDC400/6 pug at week 24 versus placebo (24).

In AUGMENT study is observed significant
improvement from baseline in the total score of
the SGRQ with A/F FDC and with monotherapy
versus placebo (p<0.05) (10). At all time points
significantly higher percentage of responders
(patients achieved improvement >4 units total
score of SGRQ) is observed during treatment
with A/F FDCversus placeboincluding the end of
the study (p<0.01). At week 24, the difference of
SGRQ total score versus placebo exceed 4 units
for therapy with A/F FDC 400/12 pg or aclidinium
monotherapy (p<0.001)(10). Aclidinium or
formoterol therapy shows significantly higher
percentage of responders at week 4 and week 24,
whereas treatment with A/F FDC shows signifi-
cantly higher percentage of responders at any
one week (p<0.05).

The improvement of quality of life when
compared to the efficacy of the A/F FDC 400/12
ug of FP/S is similar and does not occur a signi-
ficant difference (26).

V.Use of rescue medication

Administration of rescue medications signifi-
cantly decreases during treatment with A/F FDC
400/6 ug (p<0.001) and A/F FDC 400/12 ug
(p<0.001) (10, 24). Significant changes from ba-
seline is observed in both dosages of FDC com-
pared with aclidinium monotherapy (p<0.05 at
ACLIFORM study; p<0.01 at AUGMENT study),
but not when compared to the monotherapy
with formoterol (4, 10, 24).

VI.Device preference

In comparison to the attached devices, sig-
nificantly more patients prefer Genuair (51.9%)
ofthe Accuhaler (18.5%; p <0.0001)(26).

Safety profile

The overall incidence of emergency treat-
ment of adverse events (ETAE) associated with
the A/F FDC are similar to that of aclidinium (10,
24) and a numerically greater than formoterol
(table1) (10, 24).

ACLIDINIUM BROMIDE/

FORMOTEROL FUMARATE AS A
FIXED DOSE COMBINATION TO
ACHIEVE A 24-HOUR CONTROL

OF THE SYMPTOMS OF COPD
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Ta6n. 1. Yectota Ha HJIP, cBbp3aHu ¢ neveHueto (24).

n (%) Mnauebo (n=194)

103 (53.1)

Oopmotepon 12 pg (n=384) AkAMAUAYM400 g (n=385) A/F KOJ 400/12 pg (n=385)

217 (56.5)

190 (49.4) 194 (50.4)

HIP, noBenn no npekbceane

R 8(4.1) 14(3.6) 17 (44) 16(4.2)
Cepuouu HIIP 12(6.2) 14 (3.6) 16 (4.2) 23(6.0)
OaTasnHu Hexenann cbouTua 0 1(0.3) 0 1(0.3)

A/F KOL — Aknuguiuym/Oopmotepon KombuHaLma GukcupaHa gosa

HIC - Hexxenau nekapcTBeHn cobutna

Table 1. Adverse events frequency (24).

n (%) Placebo (n=194)

TEAEs 103 (53.1)

Formoterol 12 pg (n=384)

217 (56.5)

Aclidinium 400 g (n=385)"| A/F FDC 400/12 ug (n=385)

190 (49.4) 194 (50.4)

TEAEs leading to discontinuation 8(4.1) 14 (3.6) 17 (4.4) 16 (4.2)
TESAEs 12(6.2) 14 (3.6) 16 (4.2) 23(6.0)
Fatal TEAEs 0 1(0.3) 0 1(0.3)

A/F FDC— Aclidinium/Formoterol fixed dose combination
TEAE — Treatment-emergent adverse event
TESAE — Treatment-emergent serious adverse event

HAama pa3nuuma B yectoTaTa Ha HeXenaHuTe
CbOUTUA Mexay Mo-BUCOKaTa M No-HUCKa fo3a.
Han-yecto npoknaasaHute HC (=5% ot nauyuen-
TUTe BbB BCAKa rpyna) ca Kawnmua u Hasoda-
PUHINT. [POLIEHTBT NaLMeHTU, KOUTO NMOKa3BaT
Ccepvio3Hn Hexenanu cbbutusa (CHC) e HMCDBK
(4.8%) n cbnocTaBMM mMexay rpynuTte Ha neye-
Hue. Mo-ronamata yact ot HC ca neku go ymepe-
HU MO TEXeCT 1 Ce NPeAnosnara, Ye He ca CBbp3a-
HW C NpuUnaraHe Ha NPoyYBaHNTe MeNKaMeHTM.
MPOLEHTBT Ha HeXenaHu CbOuTUA JoBenu 4O
npekpataBaHe e cpaBHUM Mmexay A/F KO
400/12 pg (6.3%), A/F KO 400/12 ug (6.6%) n
nnaue6o (6.3%), 1 ManKo No-HUCHK NPy akNngu-
HUyMm (4.7%) n popmoTepon (4.2%) rpynm (10).

Hain-uectu (> 2% 1 > nnaue6o) noTeHumanHmn
AHTUXOJNIVHEPTUYHIW HEXeNlaHW CbOUTUA HACTb-
nunu c A/FKO[, 400/12 pg cnpAaMo akMaANHUYM,
NPUNOXeH CaMOCTOATENHO Ca CyXOTa B ycTaTa
(2.4% cpelyy 0.6%) v opodapurHreanHa 6omnKa
(2.1% cnpamo 1.2%) (10).

Han-uectu (> 2% v > nnaue6o) NoTeHumanHn
CbOUTUA CBBP3aHU C [32-arOHUCT, HaCTbNUAN
npwu tepanusa c A/F KOL 400/12 pg cnpamo dop-
MOTEpOS, MPUNOXKEH CAMOCTOATENHO Ca Kallu-
ua (5.1% cnpsimo 3.0%), rnaBobonue (4.8% cnps-
MO 3.6%), MyCKynH/ cnasmu (2.7% cnpamo 1.8%)
(10).

ObuwaTa yecToTa Ha CEPUO3HU HEXENaHN pe-
akuumn, (CHC) e 6rna HCKa M YNCTIEHO NO-BNCOKA
BbB BCMUKU aKTUBHW TepaneBTUYHU rpynu B
CpaBHeHwue c nnauebo (5.7% A/FKOL 400/12 ug,
5.4% A/F KOO 400/12 pg, 5.0% aknupuHu-
yM,4.5% dopmoTepon n 3.6% nnave6o) (10, 24).

Han-yecto noknagsaHo CHC e 060cTpsiHe Ha
XOBb (24). 3a NHeBMOHMSA CbOOLLaBaT He NoBeve
oT 3 (0.9%) naumeHTM BbB BCAKa Fpyna Ha Tepa-
nua (2 naynenTy npu A/F KO 400/12 ug rpyna,
1 A/F KOO 400/6ug, 1 aknuanHuym, 3 B popmo-
Tepon 1 3 B nauebo); HUKOWM OT OTUeTeHUTe CI1y-
Yau Ha NMHEBMOHMA He Ce CYMTa 3a CBbP3aHu C
nevyeHneTo.

No differences in the incidence of adverse
events between the higher and lower doses. The
most commonly reported AE (=5% of patientsin
each group) are nasopharynagitis and cough. The
percentage of patients who have serious adverse
events (SAE) is low (4.8%) and comparable bet-
ween treatment groups. The majority of adverse
events are mild to moderate in severity, and
suggested that they are not related to the
implementation of the study medication. The
percentage of adverse events leading to dis-
continuation is comparable between A/F FDC
400/12 pg (6.3%), A/F FDC 400/12 pg (6.6%) and
placebo (6.3%), and slightly lower at aclidinium
(4.7%) and formoterol (4.2%) groups (10).

The most commonly (>2% and >placebo) po-
tential anticholinergic adverse events with A/F
FDC 400/12 pug against aclidinium alone are dry
mouth (2.4% vs. 0.6%) and oropharyngeal pain
(2.1%against 1.2%) (10).

The most common (>2% and >placebo) po-
tential events associated with B2-agonist
occurred during treatment with A/F FDC 400/12
pg compared to formoterol are cough (5.1% vs.
3.0%), headache (4.8% vs. 3.6%), muscle spasms
(2.7%vs.1.8%) (10).

The overall incidence of serious adverse
events (SAE) have been low and numerically
higher in all active treatment groups compared
with placebo (5.7% A/F FDC 400/12 g, 5.4% A/F
FDC400/12 ug, 5.0% aclidinium, 4.5% formoterol
and 3.6% placebo) (10).

The most frequently reported SAE is COPD
exacerbation (24). For pneumonia have been
reported no more than three (0.9%) patients in
each treatment group (2 patients with A/F FDC
400/12 ug group, 1 A/F FDC400/6 pg, aclidinium
1, 3 formoterol and 3 placebo); none of the
reported cases of pneumonia are not considered
treatment-related.



KaTto uano, 3 nayneHTn ca MMmanu CepmosHo
HeXenaHo CbOouTMe, CUMTAHO Aa € CBbP3aHO C Ne-
yeHwueTo (Nnauebo [NpeacbpaHo mbxaeHel, A/F
K®[ 400/12 pg rpyna [NnHeBMOHUT] 1 dopmoTe-
pon rpyna [c npeacbpAHO MbXKAEHE], KaTo Camo
naumMeHTBbT OT nnauebo rpynata € npekbcHan
yyacTue B NpoyyYBaHeTo) (4).

YectoTtata Ha MACE (major adverce cardiac
events) e 6Guna HUCKA M CpaBHMMA BbB BCUYKM
rpynu Ha npoyusaHeTo. Bcnuku MACE ce cuunTar,
ye He Ca CBbp3aHu CJIeYyeHneTo.

OO6LWo 5 CMbPTHY Clyyas NpU NPOYYBAHETO
AUGMENT wu 4 npu npoyuBaHeTo ACLIFORM ca
HaCTbNUAM Npe3 nepuoda Ha NeyeHne unu B
pamknte Ha 30 gHM OT nocnefHaTta A4o3a U3NnT-
BaH NPOAYKT, HO HUKOW OT TAX He ce cyuTaT 3a
CBbp3aHu ¢ neyeHmeto (10, 24). Tpn oT Tax (no
eflMH OT BCAKa rpyna) ce onpefensaT KaTo Cbp-
[EeYHO-CbA0BA CMbBPTHOCT (€TUONOrMA HEns-
BECTHa).

CpepHuTe NPOMEHU OT U3XOLHOTO HUBO B
KINMHUYHA Nlabopatopursa napameTpu, *KU3HEHW-
Te nokasatenu n EKI, ca mankum n KnMHWYHO
He3HauuTenHW. XoNnTep MOHUTOPUHT He NoKa3Ba
KOHCTaTauum 3a EKIN epekTn 3a naumeHTn, BbB
BCAKa rpyna 1 He ca HabnopaBaHU pasnuuus
MeXJy rpynuTe Ha neyeHue.

3aknioueHve

A/F KOL ocnrypsiBa 6poHxoamnatauus ¢ no-
6bpP30 Hauano oT akNUNHYM 1 NO-ronsMa Besu-
YMHa Haj UHTepBana Ha fo3upaHe ot Gopmo-
Tepon. Paznnuunta B cpaBHeHVe C MOHO Tepanus
KaTo LANno ca no-rofemu ¢ fosa ot 400/12 ug B
cpaBHeHue c fo3a 400/6 ug 3a 6poHxoamnata-
TOPHWA OTFOBOP NPW KPalriHU TOUKM (MpoMsAHa OT
N3XOAHOTO HMBO B 1 Yaca cnep nprvemaHe Ha fjo-
3ata OEOT, B cnaga Ha OEOT, BbpxoB PEO1T u
OEOT1AUCO-12).

N neete posun A/F KO nopobpasat ®EO1 ¢
noseye oT 100 ml B cpaBHeHue ¢ nnauebo, KoeTo
€ KNMHMYHO 3HauMMa NpomsHa. [pMHOCHT Ha ak-
NUAVHWUYM 32 yBENNMYEHMNETO CNPAMO U3XOAHUTE
ctorHoctn Ha OEOT npu A/F KO 400/12 g (85
ml B cpaBHeHue c dopmoTepon) e B rpaHULUTe
Ha Hab/I0JaBaHOTO 32 MOHOKOMIMOHEHTU Ha AipY-
rv JOMA/OOBA kombuHaumn (70-95 ml B cpas-
HeHue ¢ J[1BA) (21, 22). B cpaBHeHue ¢ nnayebo
ce Habnogaea KNMMHUYHO CUTHUOUKAHTHO NoJo-
6peHue Ha fucnHeATa 1 3gpaBHKA cTaTtyc. MNopgo-
6peHe Ha cbopa 3a obL1aTa TEXECT Ha eXXelHEB-
HUTE CUMMTOMM, OLEHEHM C MoMolyTa Ha Bb-
npocHuk EXACT-RS e ctatnctnueckn curimou-
kaHTHO ¢ A/F K®[] cnpamo nnauebo n aBeTe Mo-
HoTepanuu. A/F KO[, 400/12 pg ocurypssa no-
rofsIMO NoJO6PEHNE Ha HOLLHKTE U PaHHUTE CY-
TPELIHV CUMNTOMW B MPOABI/IKEHME Ha 24 Yaca B
CpaBeHMe C MOHOTepanua C aknuguHuym. U
asete no3un A/F KO ca Lobpe TonepupaHnu. Tasm
6e30MacHOCT e B CbOTBETCTBYE C paKTa, Ye dpop-
MOTepon ce noHaca gobpe (16), a akNUgNHUYM
MMa HMCKa CUCTEMHa eKCno3mnLUus, KOeTo peay-
uMpa 4O MUHUMYM Bb3MOXKHOCTTa 3a TUMUYHN
OOMA ctpaHnyHu edekTn (12, 23). OcBeH ToBa,
24-yacoB Holter MOHUTPUHT He NoKa3Ba AaHHWY,
ye A/F KO[] yBennyaBa B cpaBHeHue ¢ nnaue6o
Ha EKI npomeHuTe.

Overall, 3 patients have reported for serious
adverse events considered to be related to treat-
ment (1 placebo [atrial fibrillation], 1 A/F FDC
400/12 pg group [pneumonitis] and 1 formoterol
group [with atrial fibrillation] and only patient
from placebo group has interrupted participa-
tioninthe study) (4).

The frequency of MACE (major adverse car-
diac events) is low and comparable among all
groups of the study. All MACE are considered to
be notrelated to treatment.

A total of 5 deaths in AUGMENT study and 4
deaths at ACLIFORM study occurred during
treatment or within 30 days of the last dose of an
investigational product, none of them are consi-
dered to be related to treatment (10, 24). Three of
them (one from each group) have been defined
as cardiovascular mortality (unknown etiology).

The mean changes from baseline in clinical
laboratory parameters, vital signs and ECG, are
small and clinically insignificant. Holter monito-
ring shows no findings on ECG effects for pati-
entsin each group and no differences have been
observed between treatment groups.

Conclusions

A/F FDC provides bronchodilation with a
faster onset of aclidinum and greater value over
the dosing interval of formoterol. Differences
compared to monotherapy are higher with A/F
400/12 pg compared with A/F 400/6 ug for
bronchodilatory response endpoints (change
from baseline in FEV1 1 hour post-dose, in
trough FEV1, pick FEV1 and FEV1 AUCO-12).

Both doses of A/F FDC improve FEV1 of more
than 100 ml as compared to placebo and that is
clinically significant change. Contribution of
aclidiniumincreases from baseline FEV1 with A/F
FDC 400/12 pg (85 ml compared formoterol) in
the range observed for monocomponents of
other LAMA/LABA combinations (70-95 ml com-
pared to LABA) (21, 22). Compared with placebo
A/F FDC demonstrates clinically significant
improvement of dyspnea and health status. The
total daily symptoms score assessed by questi-
onnaire EXACT-RS are improved significantly
with A/F FDC versus placebo and both monothe-
rapies. A/F FDC 400/12 pg provides greater
improvement in the overall nighttime and early
morning symptoms severity score for 24 hours
versus monotherapy with aclidinium. Both doses
of A/F FDC are well tolerated. This safety is
consistent with the fact that the formoterol is
well tolerated (16) and aclidinium has a low
systemic exposure, minimizes the possibility of
typical LAMA side effects (12, 23). Moreover, 24-
hour Holter-monitring no evidence that A/F FDC
increases compared with placebo ECG changes.
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B 3akntoueHue, Te3M faHHM NOKa3Bar, ue ne-
YeHneTo C aknmauHuym 400ug/dopmoTepon
12ug KO gBa nbTu AHEBHO e epeKTUBHO,
nokassa 6bp3a n TpaliHa 6poHxogwunaTtaums,
KOATO e Nno-u3paseHa OT BCAKa MOHOTepanus, ¢
KIIMHWYHO 3HauMMU NOJI3N U ce noHaca gobpe.
[BYKpaTHUAT Npriem Ha nopabprKalyata Tepa-
nua c aknuguHuym/dopmotepon KO nogobps-
Ba 6benoapobHaTa QyHKUMA 1 npegnosnara noc-
TUraHe Ha eeKTUBEH AEHOHOLLEH KOHTPON Ha
cumnToMmTe.

My6nukaumaATa ce ocblyecTBABa CbC CbAen-
cTBmeTo Ha AcTpa3eHeka bbnrapua

In conclusion, these data show that treat-
ment with aclidinium 400ug/formoterol 12ug
FDC twice daily is effective rapidly and sustains
bronchodilation, which is greater than each sin-
gle agent and well tolerated. Twice daily main-
tenance treatment aclidinium/formoterol FDC
improves lung function and suggest achieve-
mentand effective 24 hours symptoms control.

This article was published with the assistance
of AstraZeneca Bulgaria
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