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Novartis Clinical Trial Results
Sponsor

Novartis
Generic Drug Name

Indacaterol acetate/mometasone furoate/QMF149
Trial Indication(s)

Asthma

Protocol Number

CQVM149B2301

Protocol Title

A multi-center, randomized, 52 week treatment, double-blind, triple-dummy, parallel-group study to assess the efficacy and safety of
QMF149 compared with mometasone furoate in patients with asthma.

Clinical Trial Phase

Phase Il

Phase of Drug Development

Phase Il

Study Start/End Dates

29-Dec-2015 to 28-Jun-2019
Reason for Termination

Not applicable.
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> NOVARTIS
Study Design/Methodology

A 52-week treatment, randomized, double-blind, triple-dummy, parallel-group design. At the screening visit, informed consent was
obtained, and current asthma and non-asthma medications were reviewed and adjusted. All patients must have used inhaled
medium or high dose corticosteroids and/or low dose long-acting f2-adrenergic agonist/inhaled corticosteroids (LABA/ICS) for at
least 3 months and on a stable dose for at least 1 month prior to Visit 1 (Screening).

At Visit 101, all patients received open- label fluticasone propionate 100 ug b.i.d. delivered via Accuhaler® (if not available in a
specific country, open-label fluticasone propionate 125 ug b.i.d. via metered dose inhaler or fluticasone low dose equivalent could
be used throughout the Run-In epoch and stopped at Visit 102 (end of Run-In epoch).

Patients meeting the eligibility criteria at the end of Run-in were randomized to 1 of 5 treatment groups: (QMF149 150/160 pg o.d.
or QMF149 150/320 pg o.d., delivered via the Concept1 device, MF 400 pg o.d. (medium MF dose) and MF 800 pg (administered
as 400 ug b.i.d.) (high MF dose) both delivered via Twisthaler®, or salmeterol xinafoate/fluticasone propionate 50/500 pg b.i.d.
(Seretide®) delivered via Accuhaler®. The 52-week treatment period was followed by a 30-day Follow-up.

Centers

The study was conducted in 24 countries (at 316 sites): Bulgaria (14), China (24), Croatia (4), Czech Republic (14), Egypt (2),
Estonia (2), Germany (45), Guatemala (6), Hungary (22), India (18), Ireland (1), Japan (20), Latvia (5), Lithuania (4), Mexico (4),
Poland (13), Republic of Korea (6), Romania (19), Russian Federation (39), Serbia (5), Slovakia (20), South Africa (6), United
Kingdom (3), United States (20).

Objectives:
Primary objective(s)

Primary Objective: The primary objective was to demonstrate the superiority of QMF149 150/160 ug delivered via Conceptl o.d. (in
the evening) to mometasone furoate (MF) 400 pg o.d (in the evening) delivered via Twisthaler® or QMF149 150/320 ug delivered
via Concept1 o.d. (in the evening) to MF 800 g delivered via Twisthaler® (administered as 400 pg b.i.d.) in terms of trough forced
expiratory volume in one second (trough FEV1) after 26 weeks of treatment in patients with asthma.

Secondary objective(s)

The key secondary objective was to demonstrate the superiority of QMF149 (150/160 ug and 150/320 ug combined) to MF (400 ug
and 800 pg combined) in terms of Asthma Control Questionnaire (ACQ-7) after 26 weeks of treatment in patients with asthma.
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Test Product (s), Dose(s), and Mode(s) of Administration

QMF149 (indacaterol acetate/MF) was supplied to the Investigators as powder in hard capsules 150/160 ug and 150/320 ug to be
delivered via Conceptl inhaler.

Statistical Methods

The comparisons of QMF149 doses: medium (150/160 ug o.d.) and high (150/320 ug o.d.) delivered via Conceptl, versus the 2
corresponding MF doses, medium (400 pg o.d.) and high (800 pg, administered as 400 ug b.i.d.) delivered via Twisthaler® were
evaluated by testing the following null hypothesis (HO) versus the alternative hypothesis (Ha):

HO: QMF149 treatment group is equal to the MF treatment group in trough FEV1 at Week 26
Ha:
QMF149 treatment group is not equal to the MF treatment group in trough FEV1 at Week 26

The primary variable was analyzed using a mixed model for repeated measure (MMRM) on the FAS. The model contains treatment,
age (12 to 17 or 218 years), region, visit (Days 2, 184 and 365), and treatment-by-visit interaction as fixed effects with baseline
FEV1 measurement, baseline-by-visit interaction, FEV1 prior to inhalation and FEV1 within 15 to 30 min post inhalation of
salbutamol/albuterol (components of SABA reversibility) as covariates, and center nested within region as a random effect. The
estimated adjusted treatment difference (QMF149--MF) was displayed along with the associated standard error, 2-sided 95%
confidence interval, and p-value (2-sided).

The key secondary endpoint was analyzed using the same MMRM model (including all available visits) on the FAS as used for the
primary analysis but included baseline ACQ-7 score instead of baseline FEV1.

Study Population: Key Inclusion/Exclusion Criteria

Inclusion Criteria:

-Patients with a diagnosis of asthma, for a period of at least 1 year prior to Visit 1 (Screening)

-Patients who have used medium or high dose ICS or low dose of LABA/ICS combinations for asthma for at least 3 months and at
stable doses for at least 1 month prior to Visit 1

- Patients must have ACQ-7 score = 1.5 at Visit 101 and at Visit 102 (prior to double-blind treatment) and qualify for treatment with
medium or high dose LABA/ICS

-Pre-bronchodilator = 50% FEV1 of < 85 % of the predicted normal value for the patient after withholding bronchodilators at both
Visit 101 and 102, according to ATS/ERS criteria.

-Withholding period of bronchodilators prior to spirometry: SABA for = 6 hours and FDC or free combinations of ICS/LABA for = 48
hours, SAMA for = 8 hours, xanthines >=07 days
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-A one-time repeat/re-testing of percent predicted FEV1 (prebronchodilator FEV1) is allowed at Visit 101 and at Visit 102.
Spacer devices are permitted for reversibility testing only.

-Patients who demonstrate an increase in FEV1 of 12% and 200 mL within 30 minutes after administration of 400 ug
salbutamol/360 pg albuterol (or equivalent dose) at Visit 101

All patients must perform a reversibility test at Visit 101

If reversibility is not demonstrated at Visit 101:

- Reversibility should be repeated once-

- Patients may be permitted to enter the study with historical evidence of reversibility that was performed according to ATS/ERS
guidelines within 2 years prior to Visit 1

- Alternatively, patients may be permitted to enter the study with a historical positive bronchoprovocation test that was performed
within 2 years prior to Visit 1.

Exclusion Criteria:

-Patients who have smoked or inhaled tobacco products within the 6 month period prior to Visit 1, or who have a smoking history of
greater than 10 pack years. This includes use of nicotine inhalers such as e-cigarettes at the time of Visit 1

-Patients who have had an asthma attack/exacerbation requiring systemic steroids or hospitalization or emergency room visit within
6 weeks of Visit 1 (Screening)

-Patients who have ever required intubation for a severe asthma attack/exacerbation.

-Patients who have a clinical condition which is likely to be worsened by ICS administration (e.g. glaucoma, cataract and fragility
fractures) who are according to investigator's medical judgment at risk participating in the study).

-Patients who have had a respiratory tract infection or asthma worsening as determined by the investigator within 4 weeks prior to
Visit 1 (Screening) or between Visit 1 and Visit 102. Patients may be re-screened 4 weeks after recovery from their respiratory tract
infection or asthma worsening.

-Patients with a history of chronic lung diseases other than asthma, including (but not limited to) COPD, sarcoidosis, interstitial lung
disease, cystic fibrosis, clinically significant bronchiectasis and active tuberculosis.

-Patients with severe narcolepsy and/or insomnia.

-Patients who have a clinically significant ECG abnormality at Visit 101 (Start of

Run- In epoch) and at any time between Visit 101 and Visit 102 (including

unscheduled ECG). ECG evidence of myocardial infarction at Visit 101 (via central reader) should be clinically assessed by the
investigator with supportive documentation

-Patients with a history of hypersensitivity to lactose, any of the study drugs or to similar drugs within the class including untoward
reactions to sympathomimetic amines or inhaled medication or any component thereof

Page 4 of 28



U NOVARTIS

-Patients who have not achieved an acceptable spirometry results at Visit 101 in accordance with American Thoracic
Society/European Respiratory Society (ATS/ERS) criteria for acceptability and repeatability (rescreening allowed only once).
Repeat spirometry may be allowed once in an ad-hoc visit if the spirometry did not qualify due to ATS/ERS criteria. If the patient
fails the repeat assessment, the patient may be rescreened once

-Patients on Maintenance Immunotherapy (desensitization) for allergies or less than 3 months prior to Visit 101 or patients on
Maintenance Immunotherapy for more than 3 months prior to Visit 101 but expected to change throughout the course of the study.
-Women of child-bearing potential, defined as all women physiologically capable of becoming pregnant, unless they are using highly
effective methods of contraception during dosing of study treatment and for 30 days after stopping of study treatment.

- LAMA use within 3 months prior to Visit 101
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Participant Flow Table

Patient disposition (All screened patients)

GMF143 GMF143

Disposition 15320 150160 MF 800 MF 400  S/F 50/500 Tatal
Reason i (%) (%) i (%) n (%) i (%) n (%)
Soresned 3880
Randomized 445 438 442 444 445 2218

Treatment phase completer 410(92.1) 413(94.1) 412(93.2) 403 (20.8) 416(93.3) 2054 (92.7)

Premature discontinuation of A5 (T.E) 25 (5.8} 301(6.8) 41 (8.2) 30 ( 8.7) 162 (7.3}

freatment phase

Primary reason for premature discontinuation of treatment phase
Subject'guardian decision 20 ([ 8.5) 17 (3.89) 1B (4.1} 30 6.8) 20 ( 4.5) 114 ( 5.1}
Lost to follow-up 4 0.9% 30T 4 0.8) 2(0.5) 2({04) 15 ( 0.7
Protocol deviation 1(0.2) 307 3 (0.7} 4008 2(04) 13 { 08}
Technical problems 1(0.2) 1(0.2) 1] 2(0.5) 1(0.2) 5({0.2)
Adverse event ¥] i) §] a 2(0.4) 2(0.1)
Ceeath 1] ] 1] 1(0.2) a 1(0.0)
Mon-compliance with stedy ¥ 1(0.2) 1(0.2) a 1{0.2) 3(0.1)
treatment
Fhiysician decision 4] 102} 4 ( 0.8) 1(0.2) 1{0.2) 7(0.3)
Pregnancy Q 1] Q 102} 1{0.2) 2(0.1)

The primary reason for discontinuation is summarized as given by the investigator on the Treatment Phase

Disposition eCRF.
Reasons are ordered by descending frequency of the CMF 1507320 group.
Percentages are based on the number of randomized patisnts.
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Baseline Characteristics

Demographics (Randomized set)

GMF143 GIMF143

Variable 1507320 1504160 MF BO0O MF 400 SIF 50500 Total
Statistic/Category MN=445 H=435 N=442 N=444 N=446 N=2216
Age (years)
n 445 439 442 444 445 2218
Elean (S0) 471 (14.56) 474 (14.76) 475 (14,0080 48.7 (14.08) 43001458 47.0(14.78)
Median 43.0 40.0 50.0 50.0 20 405
Bdim - Max 12-75 12-74 12-75 12-74 12-T4 12-75
Age group in years, n (%}
1217 22 (4.9) 20 (4.8) 21 (4.8) 22 (5.0) 22 (4.9) 107 (4.8)
1854 350 (829) 355(B08) 382(B3AS5) 384 (7FO.T) G5 (81.8) 1812(81.8)
== G5 54 (12.1) B4 (14.8) 2(11.8) G8 (15.3) f9(13.2) 287 (13.4)
Gender, n (%)
hlale 183 (41.1) 188 (42.4) 192 (43.4) 172 (38.7) 190 (42.8) 923 (41.7)
Femals 252 (589) 253(57.8) 250(B@.8) 272(81.3) 256(574) 1293(583)
Racs, n (%)
Zaucasian 33(F02 3INM(T0OR)  MEFMIE 32703 305i824) 15850 (704
Black 5(1.1) 2{D.5) 4 (0.9) a8i1.8) 4 (0.9} 2311.0)
Asian 87 (21.8) 88 (22.3) QR (22.2) 8 (22.1) 102 (22.9) 483 (22.2)
Mative Amerncan 13 (2.8 14(3.2) 11 (2.5} 18 (4.1} 12(27) 68 3.1)
Pacific Islander 1(0.2) 0 a o 0 1(0.0)
Cither 18 (3.8) 14 (3.2) 11 (2.5} 2i1.8) 23(5.2) 72i3.2)

Age is calculated based on imputed day and month, since only year of birth is collected.
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Primary Outcome Result(s)
Trough FEV1 (L): MMRM of absolute value and change from baseline by visit (FAS)

—— Treatment dfference —
Change
Absolute  from
value  basaine
L Mean LS Mean LS Mean  [85%
Visit Treatrment n {SE) {SE) Comparison (SE) Cly  povalue
Baseline Al 21
Day 2 GMF 1500220 432 2314 0212 OMF150320-MF D136 (DM, <0M
(0.0117y (D.D117) 500 {0uD183) 0.188)
OMF 1507320- 5 F 0002 (0034, 0914
H0500 (0182) 0J0a)
QMF 1507180 430 2308 0206 ONMF150180-MF 018D (D140, =001
(D.0118) (00118} 400 {uDigd) 0217)
MF BOD 410 21748 0.077
(D.01200  (D.D120)
MF 400 435 2127 0.026
(0.0117) (00117
SiF 50500 418 2318 0.214

{00118 (0.0118)
Day 134 QMF 1500320 385 2333 0281 OMF1S0E20-MF D132 (DM08E.  <OM

{00158 (D.0158) 200 (00223 0478
OME 150320-5F 0038 (0007, 010
E0/500 (0O22) 0.080)
QMF 150/180 /0 2387 0298 OMFISNIBO-MF 0211 (0187, <0M
(00160} (00160} 400 (Z24)  0255)
ME BDD 2 2250 0148
{00162} (D.0162)
MF 400 e 2178 0075
{00162} (0.0163)
SF 50500 3| 248 0245
{00160} (00180
Day235 QMF 150:220 72 2338 0234 COAME1S0M320-MF D138 (D080, =00
{00168 (D.0162) 200 (00235 0183
OMF 150320~ 5F 0042 (D002, 0040
S5O0 (00Z34)  0.094)
QMF 150/180 3|3 2357 0255 OMFISNIB0-MF 0208 (0183, <0M
{00167} (D.0167) 400 (00235) 0.255)
MF 800 /4 2240 0148
{00170} (00170
MF 400 /e 2143 0046
{00MT0} (00170
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S/F 50500 382 2333 0.236
(D167} {D.015T)
MNumiber of patients induded in the analysis: OMF142 150/2320: n=430, OMF142 150/180: n=433, MF 500: n=438,
WF 400: n=441, 5F 50/500: n=341
e nis the number of patients with data at respective visit. Esfimates from the MMRM model consider the full Bme
course data and not only those at respective visit.

Secondary Outcome Result(s)
ACQ-7: MMRM of absolute value and change from baseline by visit (FAS)

—— Treximent dfference —
Change
Absokui= froim
walue biaseine
LE Mean LE Kean LS Mean  {55%
Yisk Treatment n [BE] BE] C-omparison {SE) L] | pvalue
Baselne Al 738
Cay 183 &MF 1507320 £07 1267 -1030 GMF 1507320 - MF -0.171 (0257, =001
(0.03=0)p (0.03=0) S00 0.0=37) -0.0&5)
QMF 1507320 - B/F -0.054 (<0140, 0.2%4
sQUsoo 3.0437]  0.031)
EMF 120" &0 £07 1.281 ~103F QMF 1S0/M1B60 - MF -0.248 (0334, =001
(0.03=0F (0.0320F 400 o.0£35]  -0.182)
2MF 814 1254 ~1.033 QMF -MF <0209 (-0.Z70, =001
(0.0ZT3} {0.02T3) .031071  -0.143)
MF 800 £0E 1.439 -1.&53
(LD352) (D352}
MF 200 3583 1.509 <1783
(0.O0354)  (D.0354)
MF a8 1474 &34
(LDZTTh  {LDZTTE
SIF SUs00 410 1322 1976
(.O0349)  {0.0343)
Cay 368 GMF 1507320 3BE .23 ~1066 GMF 1507320 - MF -0.141 (<0225, 0.002
(0.0358) (D.03=8) E00 0.0£45]  -0.053)
QMF 1507320 - B/F ouoio (0078, 0.824
sQUsoo 0.0£47]  0.058)
EMF 15011 &80 387 1183 ~111&4 GMF 150160 - BF -0.368 (0354, =001
(0.0356) (0.0356) 400 o.0£s07 0477
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QMF 782 1207  -1.080 QMF-MF 0203 (02868, <OM
{0.0278) (0.0278) {0.0318) -D.141)
MF 200 87 1373 0925
{0.0350) (0.0359)
MF 400 77 1445 0540
{(0.0381) (0.0351)
MF T4 1411 0887
{0.0281) (0.0281)
S/F 50500 405 1221 -1.076

{0.0354) (0.0354)

Mumber of patients induded in the analysis: QMF142 150/320: =420, QMF 145 150/180: n=427, MF 800: n=431,
MF 400: =428, 5/F 50/500: n=438

n: n is the number of patients with data at respective visit. Estimates from the BMMREM model consider the full time
course data and not only those at respeciive visit

Page 10 of 28



b NOVARTIS
Trough FEV1 (L): MMRM of absolute value and change from baseline by visit (FAS)

—— Treatment diference —
Change
Absobaie from
walue baseine
LE Me=an LE KMean LS Mean (554
YISk Treatment n 2E] B3E] Comparson {SE) (=1} Fvalus
Bazelime Al 2.1
Dy 2 SMF 1507320 432 2314 0312 QMF 1S0/220 - BF 0138 0.0, =0
{00117y (00T SO0 @.01631 0.168]
QMF 1505220 - 3/F 000z 0034, 0544
SQus00 @012 0.030)
&MF 150160 &30 2302 030s GQMF 1S0ME0 -MF o.180 01445, =00
{0.0118) (D.0918) 400 0.O0161) 0247
MF 500 <10 2178 0.oTe
{0.0120)  {D.04Z0)
MF &00 &35 A 0.0zs
{00117 (D017
E/F S0/s00 15 2318 0214
(0.0119) (D013}
Doy 188 QMF 1507320 L L 2383 0.2E1 QMF 150/320 - bF 0.132 [D.28, =0
(0.0159) (D053} 200 (0.0223) D04TE]
QMF 150320 - B'F 003e +=0oor, o0.1m
SQUsO0 00223}  0.080)
QMF 1201160 385 2387 02385 QMF 150480 - MF o211 (D167, =0
(0.0480) {0.04E0) 400 (0.023d) 0.28E)
MF 800 372 2.2=n 0143
{0083y (DDAE2)
MF £00 3ITE 2178 0.07s
(0.0ME2)  (0DdE2)
EJF S0Us00 351 2348 0.24s
{0.04edy  (D.DAs0)
Day 265 QMF 1507320 Ira 2328 0324 QMF 1507220 - BF 0138 [D.Ce=0, =0
(0.0158) {0.0158) =00 (0.0235]  0.183)
GMF 15002320 - 3'F  0.048 ooz, 0.040
SoUs00 (0.0234] 0.0%4)
&MF 150160 353 2357 0355 GMF 1S0ME0 - MF 0205 0183, =00
{0.01S7p  (0.0MEF) 400 (0.0235] 0.255)
MF 500 354 2245 0148
{0.0170)  {D.DATO)
MF &00 355 2148 0.045
{0.0170)  {D.DATO)
EJF SoUs00 382 2338 0235
(LOETE  LOET)

MNumber of paflents included in the analysis: GMF 145 150320 ned35, GMF145 150ME0: ned 33, MF 800: n=235,
BIF 400: n=<}41, 3F SQ/S00C p=ddq

Fi: 0 1% e numEsr of patients with dats ot respeactve visk EsSmates from s MMAM modal conskier B ful ime

Corse data and not only those at espectve visk
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Mean evening PEF (L/min) during Weeks 1 - 52: Linear Mixed Model (LMM) of change from baseline (FAS)

Treatment diference

Easeine Change from

Raw Bazeline L3 Miean

Treafment i Mean L3 Miean (2E] Comparison IBE) (5% CI) pvalue

Al 21080 3335

SMF 150320 418 3351 3.2 (2.14) @MF 150320 - Z3.7(2.84) (18.0, 25.5) <. 001
MF 500
QIMF 150320 - a1 (Ze5y (3.3, 145 0.002
SiF 5000

SIMF 150MED0 424 3368 Z8.7(2.13) @MF 150/M60 - 5.1 (2.84) (23.3, 34.8) =. 001
MF £00

MF 500 424 33TE TA(213)

MF £00 418 3310 -1.3 {2.14]

8iF 50/s00 a2z 272 224 (243

= numiber of patents Rcuded I Ehe analysis.
Baceine raw mexns are mot from the mode

Mean morning PEF (L/min) during Weeks 1 - 52: Linear Mixed Model (LMM) of change from baseline (FAS)

Treatment dference

Easeine Change from
Raw Bazaire L3 Mean

Treatmient r Mean L3 Mean (2E) Comparson [2E) (85% Ol pevalus

Al 2108 g -}

QMF 150320 &1 1228 42.1i(224) GQMF 150320~ ZE.7(307) (22.7, 34.8) <. 001
MF BOO
QMF 150320 - 128 (2.08) (7.7, 1935 <. 1001
3iF 5000

QMF 150MB0 421 1239 36.9(222) Q@MWF 150M60- 0.2 (307 (242, 353} <. 001
MF £00

MF 8OO 427 32714 13.4(2.21)

MF £00 427 3201 6.7 (223)

3iF s0=00 424 352 Z8.3(222)

A = namber of patents incuded in the analysis.
Basdine raw mesns ane mot from the mesde
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Overview of the number of patients with asthma exacerbations, by exacerbation category (FAS)

QMF148 QMF1a8

18320 18011680 MF 300 MF 404 E/F 820500
H=443 H=437 H=440 H=443 H=444
Type of axaosrbatdlion n %) n %) n %) n %) n %)
KModerale or severe asthma eracerbafion BE (14.5) T4(16.3) 115{26.1] 144(321E) BS {19.1)
Severe asthma exacerbadion 36 (8.1) £3(9.8) B4 (1£.E5) B9 {20.1] 53 {11.9)
KModerate asthma exarerbation 34 (7.7 36 (8.3 53 (14.3] 73 {16.5] 41 {9.2]
Wid asfma exacerkation 59(13.3) 53 (12.1) TT {17.5] BT {19.E] BT {15.1]
Al imild, moderate, severe) asthma 113 (25.5) 112(25.8) 153{36.1] 157 {£4.5] 13&{30.E]
exacerbadion
Asifma exacerbation negquiring (0.7 1{0.2) Ei1.4) T{1.E] 21 0.5}
hospEskzation
Asimma exacerbation causing permaniet (0.2 [u] 41 0.5) T{1.E] 21 0.5}

discontinualion of study drug

Astrena exacerbations starting betwesn first dose and one day a%er dade of kust treafmient are inciuded.
All analys=s are based on data repori=d on the ‘Asthma Exacerbabion Eplsodes’ eCRF.
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Rate of asthma exacerbations, by exacerbation category (FAS)

Exagesrbation oategory Annualized rais Fats

Treatmend n o [EE%CO Comparicon ratbs  (BE% CI p-valus

Miodaraie or cevars acihma sxaosrbation

ZMF 1507320 | NmZi3) 443 0.2S (020, 0.32) CQAE 1503200 065 (0.48,0.83) 0D.00=
MIF 200
QME 150032007 0.83 (0.B7,1.23) 0.BE2
2F EQ's0d

ZMF 150180 (N=23T) 437 027 0.24,0.34) QMF 150607 04T (0.35, 064) =004
MF 400

ZMF (N=BED) &30 0.26 (0.2Z,0.31) QMIF FMF 0.5 (0.45, 0.69) =004

MF 800 (M=dd0) 440 0.39 (0.32, 0.£8)

WMF 200 (Me=dd23) 443 0.5& (0.4&,0.88)

MF [N=E83] &33 047 (0.44,0.54)

GIF SO/S00 (Ww=2id) 4448 027 §0.22,0.34)

Zevars acthma sxassrbation

SMF 1507320 |M=£43) 443 0.93 {0.0%, 017} QMF 15003207 0.71 (0.47, 1.08) 0402
MIF E00
QMIF 150032007 0.8% (0.58, 1.37) 0.B57
HF EQ500

GMF 150M60 |N=23T) 437 0.13 {0.90,0.18) QMF 1501607 046 (0.31,067) =001
MIF 400

SMF (N=BBD) &0 0.13 {090, 0.18) QMIF § MF 0.57 (043, 0.76) =D01

MF 800 (N=440) 440 0.18 {0.93,023)

MF 200 (N=dd 3y 443 0.29 (0.23,0.38)

MF [M=B883] &23 0.23 {0.19,0.28)

SF 2S00 (M=tdd) 444 094 (0.90,0.19)

All imild, moderais, cevers] asthma sxaoesrbatlion

GMF 1500320 (Nm243) 443 0.4% (0.41.0050)  QMF 15VI200 057 (0.52,0.87) 0.002
MF 200
QMF 1500320 7 035 (0.7, 1.23) 0.881
IF EVEDD

CMF 15060 (H=237) 437 0.48 (0.40,0.53) QM 1ZOMG00 046 (0.35,0.58) <001
MF 400

CMF (N=850) 230 0.4% (0.43.0.58)  QMFMF 055 (0.45,0.55) <001

MF 500 (M=240) 440 074 (0.62,0.88)

MF 400 (=443} 443 1.05 (0.83,1.24)

MF [N=583] 233 0.88 (0.78,0.33)

BIF SIS0 (H=ddd) 444 0.52 (0.43,0.53)

Fi = nmiber of pabisnts imdudesd 6 e analiyss
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Cox regression of time to first asthma exacerbation, by exacerbation category (FAS)

Exaoarbation cabegory Hazard

Treatment M (%) Comiparkon FRatln (BB ) p-valus

Moderate of cevars acihma szapsrbation

SMF 1507320 (N=£23) EE5S443 {14.9) QMF 150v320 7 MF 800 053 (035,072 <001
QMF 150/320 F 3iF 50/=00 o.e1 (055 1492 0208

EMF 1501 60 (N=£3T7) T4/437T {16.9) GQMF 150/1&0 . MF 200 045 (034, 0500 =001

S MF (HN=280) 140/ 880 {15.5] GQMF ! MF 043 (040 050F =001

MF 800 (M=d20) 1S5 440 (26.1)

MF 400 (N=dl3) 1447443 (32.5)

MF [H=B83) =5y 883 {29.3)

ZF S0'S00 (M=dis) E5r 444 §19.1)

Severs acthma sxaosrbation

QMF 1507320 {N=t23) IEF&834(8.1) GQMF 1500207 MF 800 0.54 (0.3, 081y OD.0O2
QMF 1507320 F 3iF S0/s00 oFf1  (0AT 109 LIS

GSMF 1501 ED {N=23T) 437437 (9.8) QMF 1500 MF 200 O.=4 (0.30, OE3) <001

QMF (N=Z80) TIrEE0{9.00 GQMFYMF 0£% (037, 02y <D0

MF 800 (M=240) E4rLapiie.s)

MF 200 (M=dd3) E2r443 {20.1]

MF (M=BB3) 1535883 {17.3])

SUF SOUS00 (M=ds2) S3r444411.91

&1l §mild, micdarats, cavers) acthma sxsosrbation

GMF 15207320 (M=id3) 1135443 (255} QMF 1500220 7 MF 800 065 (051, 0E2) =001
QMF 150/320 F 3iF S0/s00 0.84 (05E 108) D185

QMF 150" B0 {M=£3T) 112r 437 (25.6] QMF 15001207 MF 200 048 (038, 0=0) <001

SMF (M=Z80) ZISN 880 (25.81 QMF I MF 0.55 (047, 056 <001

MF 800 (M=240) 1550440 (36.1)

WF 200 (M=dd3) 197r 443 (24.5)

MF (M=883) IS5 8E3 (40.3)

ZIF SIUSO0 (Medil) 1350444 (30.6)

Fi: Thee number of patients wish al least one bpe of asthma exacerkation.
B T number of patients iIncluded In the snalysis. N2 Number of patients. in the smalysis set
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Proportion of patients with an improvement of at least 0.5 units in the ACQ-7 score, by visit (FAS)

:I"lr::h'nl-nt nis 5] Comparicon Didde Ratko BES Tl p-walee

Day 183

CANE 1300320 (Ned23) 3115407 [TE4) GAS= 1500320 7 MF 1.31 (095, 1.81] 0.054
800
CRS= 1500320 7 3F .05 [OL7E, 1.45]) 0.748
S0'=00

QAT 150160 (M=437) 310407 (Te2) QAFE 150160 7 MF 1.72 (128, 237 =001
£00

QT (M=S20) 621814 (T3} = MF 1.51 (1z0, 1.851 =001

MF 200 (N=440) 2935405 723}

KF 400 PM=343) 263393 [E5.9)

MF (N=BB3) S56/T9S [E9.T)

C'F SOVS00 (M) 3115410 [7E5)

Day 364

QAT 1500320 (M=323) 299385 [77.T) QAMF 1500320 7 MF 1.24 (098, 1.871 0.088
500
GAF 15073207 3F 1.05 [OL7E, 1451 0.7
Sarsoo

EMF 120160 (N=d 37) 326397 (B2} .?i].;= 1S0M160 i MF .24 {158, 3.147]) =.001

QI [M=220) B25iTEZ [79.9) A= | F 1.72 (126, 2.210]) =.001

MF 200 (N=340)] 285387 [T3.5)

MF 400 (N=d43) 261377 (5.2}

MF {M=BH3) BLBITE4 [T1.5)

G/F SVS00 (M=ddd) 313/40S 773}

fi: The= number of pafients wiih an Improvement of af lexsk 0.5 unfis, Le. a deoreyss of >w 0.5 units In ACG-T.
A The number of patients with dab at the respeciive visi. N: Mumber of pagents in the analysis set
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Asthma Quality of Life Questionnaire (AQLQ-S) overall score: MMRM of absolute value and change from baseline at Week

—— Treatment dfference —
Change
Absobaie froim
walue bas=ine
LE Mean LE Mean LS Mean  (35%
YisE Treatment n [BE] BE] Comparison 1SE} [+ }] pvalue
Baselime Al 4.971
Cay 183 QWF 1207320 406 ET24 0.754 GQMF 1S0:/320 - \F 0127 [0.0Z3, 0.016
{0.0372) {0.0372p =00 2.0528] 02301
QMF 150320 - 8/F  0.08% +0o17, 0.103
SoUs00 2.0525] O.188]
GMF 120160 07 ETiE 0.TeT GQMF 15060 - MF 0.156 [0.0=3, 0.003
{0.0372) {0.0372p 400 2.0529] 02601
MF 500 405 E.55E D.EZT
{0.0372)  {0L03T2H
MF £00 353 E.EE1 0.611
{0.0376E)  (0.O3TE)
BIF SUSD0 410 EE3S D.EES
{0.03=5)  (0.0359)
Day 364 QMF 1207320 384 ETE3 0.B13 GQMF 1S0:/220 - \F 0.a7e 0030, 0.1=54
(0.03S4)p  (0.03S4p E00 (0.05E2} O.187]
QME 150V320 - 3¢F  0.021 0087, i0.485
SoUs00 0.0538] 0O.148]
GMF 120160 39T E.B3Z 0.B&1 GQMF 150160 - BF o181 jb.x=2, <00
(0.03=8)  (0.03=8F 400 0.0553) 0299
MF 500 388 E.TOE 0.734
(0.03E9)  (0.03E9)
MF £00 ITE S.641 0.7
(0.0324)  (0.0324)
BJF So/s00 405 ET742 0772
(O.03E4)  (0.03=4)

Number of patients Included in the analysis G5 149 150320 ned2E, GRF149 150M 60 n=d.25, MF S00: =331,
MF 400: n=428, 3/F S0'S00: nmd 35

A N s e number of patients wikh data at respectve visk Estmabes from tree MIMRM model conskder tre full Bme
cowrse data and not only those af respactve visk
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Mean daily number of puffs of rescue medication during Weeks 1-52: Linear Mixed Model (LMM) of change from baseline
(FAS)

Treziment dfference

Easeina Crange from

Raw Baselne L3 Miean

Treabmient m ki=an L2 Mean (BE] Comparison [BE) (a5 I pval e

Al 2147 1.63

@MF 150320 alg 1.57 -1.00 j0.060) @MF 150320 - 128 044 01Zp =001
IF 500 |0.0E1 )
@MF 1503240 - -1 05 (-0.35,0.J08) 0.24%5
SiF 50/s00 {0.0E1 )

@MF 150MEBD0 428 1.6z -0.B0 j0.060) @MF 150MED0- 123 -3 0.07) 0004
MF £00 {0.0E1 )

MF 800 433 1.54 -0.72 ¢0.0e0)

MF £00 428 1.7 -0.56 {0.0&0)

S2iF S0/=00 437 1.7 -0.591 {0.0&0)

A = numiber of pabents incuded im the anaiysis.
Sassine raw means ane mot from the mode

Percentage of rescue medication free days during Weeks 1 — 52: Linear Mixed Model (LMM) of change from baseline (FAS)

Treatment diference

Easeine  Change from

Raw Baszeline L3 Mean

Treaiment n Mean L2 Mean (2E] Comparison [2E) (95% CI) pvalue

Al 2074 439

@MF 150320 4p8 434 323.1(1.58) @MF 150320~ QB (ZO3) (5.7, 13E) <. 01
MF 800
@MF 150320 - 4.3 (204 0.3, B.3] 0.034
SiF 50/=00

@MF 15010 418 425 Z9.471.54) Q@MF 150ME0 - BB (203 4.7, 12E] <. 01
MF £00

MF 800 420 46.9 Z3.511.54)

MF 400 414 43.7 20.8(1.54)

SiF 50/=00 418 425 Z8.81(1.54)

A = numiber of pabients incuded s the analysis.
Sasaiine raw means ane mot from the mosde
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Percentage of nights with no night-time awakenings during Weeks 1-52: Linear Mixed Model (LMM) of change from
baseline (FAS)

Tre=atment dference

EBaseinz  Change from
Raw Baseime L3 Mizan

Treaiment [ Kean L3 Bean (3E] Comparison [2E) (85% CI) rialue

Al 2108 BES

QMF 150320 21= BED 17.00(128) @MF 150/320- 280172y (-16.E2) 0104
MF 200
@MF 150/320 - O8{1.73) (-25,4.3) 0.58s2
SiF S0E00

QMF 150ME0 420 BEX 16.4 (1.27) @MF 150/ME0 - 28 (1.72y (0.5, 7.3] 0.024
MF 200

MF 200 418 BE.T 1£.201.27)

MF 200 422 B3 1250127

SiF S0E00 424 BE2 1610127

n = numiber of patients incuded in the analysis.
Basaline rvw means ane ot from the mode

Mean total daily symptom score during Weeks 1 - 52: Linear Mixed Model (LMM) of change from baseline (FAS)

Treatment diference

Easelines Change from

Raw Bazefine L3 Miean

Treabment Fi KMean LE Mean (2E] Companson BE) (95%: CI) realus

Al 20210 2m

QIMF 150320 A0 1.5 -0.54 J0.0S541) GQMF 150320 - -0.15 (~0.Z8 0.0} 0.027
MF 8O0 |0.0ET )
@MF 150320 - -1.08 (-0.22,0.05) 0.205
8iF 50/s00 |0.0ET )

EMF 150Me0 402 204 -0.B8 {0.051) @MF 150Me0 - 132 ~0L45 0.19) =001
MF 200 {0.0E7 )

MF 500 4pa .22 0.7 {0.059)

MF 400 4n4 1.2 -0.56 {0.051)

3iF s0/so00 0= 207 -0.83 {0.051)

A = number of patents incuded i the analysis.
Baseline raw means are not from the mode
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Percentage of asthma symptom-free days during Weeks 1 - 52: Linear Mixed Model (LMM) of change from baseline (FAS)

Treatment diference

Bassine Change from

Rlaw Baseline L3 Miean

Treabmenk P kean LE Ke=an (BE] Commparison BE) (85%: CI) paalus

Al 2020 14z

QMF 150320 A0 160 ZH3I(1.72) @MF 150320~ S8 [2Z3p (1.3, 102 0.0z
KF 500
QMF 1503210 - 34 [229)  (-1.1, 7.9 0.135
2iF S0/s00

QMF 150160 402 123 ZH4(1.72) QMF 150160~ 21228 &6 138 <. 001
MF £00

MF 8500 408 151 Z2E(1.72)

MF 400 apd 133 19.3(1.72)

SiF 50/s00 aps 14z 24.901.72)

m = namiber of patents imcuded In the analysis.
Basadine raw mesns are ot fnom the mosde
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Safety Results

AEs (including asthma exacerbations) by primary SOC (Safety set)

aeF14E QMF188

16020 16180 MF &0 MF 400 &iF G009

H=4843, H=437, H=241]. H=443, M=244

sap.=414.6 sxp.=416.3 sEp.=414.3 sxXp.=402 8 aEp.=421.8
¥ ¥TE TG §TE TG

Primary cyctem crgan olace ni [IR) n (IR n {IR) n IR n{IR]
Fatiante with at lsact one AE 288 (12E7) IHZ [131.0) JEE [(145.3) 20 (188.3]1 280 [138.8)
Infections and Infestations 159 { 492} 189 [ &2.5) HS [T} 212 [ 76.B] 157 [ S5}
Respimfory, thoradc and 145 { 450) 1427435 B2 [ BOE) 214 BO.0) 0 [ 42.4)
mediastinal dsonders
Hermous system disonders IS{BS 3L 8E) 3T 94) 32083 3 (TE)
Musouioskeizial and connective NiTE 42 (10.8) ZE (83 22058 3 (B85}
tissue disomers
Gastroriestinel dsorders /(T3 36 (9.0) 3Z2 (8 24 (8.2 45 (114}
Injury, polsoning and procedural IZ{EE) 13 (3.2) 18135 14 3.8) 1548}
complcations
Invesigaions IZ{EE) 26 [ &.5) M(E5 220 5.6 7T
Exin ard subnutaneous Hesus 21 (53] 5(1.2) a[23) 18 4.5) 1303}
disorders
Vascular disorders 15{ 3.7 22(54) 15{3.7 14 3.8) TIA1T)
Cardisc dsorders 13{33) 12(29) 10(24) 180 3.8) 12129}
General disonders and 12{ 25 13(32) 15137 18(4.8) 0 [ 4.9)
administrabion ske condBons
Membollsm and nuiriton 11{ 2.7 TL1T) &(15) 12(3.00 1024}
disorders
Eye disorders T{1m 5(2.2) Zins Ei1.2) 410
Elood and lymphatic system 5{12] 100 24) 4(1m 5(2.3) 4010
disorders
Renal and urinary disanders 5{1z2]1 9(2.2) 4(1.m Bi1.5) S{1Z)
Hepafobllary dizomders 4010 £(1.0) o B 1.5 410}
Psychistric disorders 4{1m 501.2) 307 4i1.m 4010)
Immune sysiem disonders 3{0.T] 61 1.5) zins Bi2.m 1002
Reproductive sysi=m and bneast 3{0.7] 6 1.5) S(13) E(1.3) 410}
disorders
Ear and labyrinth disorders 2{0s) 3(0.7) si13: (0.5 SQ1z)
Heopiasms benign, malgnant 2{0s) 501.2) o Ei1.3) S(1Z)
and unspecified (Incl cysts and
palyEs)
Endocring disondars 1{02]1 2 (0.5) Zins (0.2} Z{0s)
Pregrancy, pusmerium and 1{0.32]) 1002} o 103 2[0S}
perinatal condibions
Sodal circumstances 1103 a o a o
Congenkal, famillal and gemetic o 100.2) o 2i0.5) ]
disorders
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10023 o o

Product Issuss o
1P, = EXpOSUNE In iotal number of patient-years
Fi = nermiber of patients with at least ome Event.
R = Incldence rafe per 100 pafient-years = 100 * number of patients wifi at l=ast one event / total exposuns in
pathemi-years . For patients with an event, sxposure Is only coundsd untl the first onset svent date.

Frimary system organ classes ane presented in descending onder of freguency In the QMF 149 150320 growp.

A, patient with muEple AEs ks counbed only omce In e "af least one AE" row.

A, patient with muitiple AEs within a sysbem crgan class s counbed only omoe In Shat syshem crgan dass.

Only AEs reported whilst on shudy drug or within 7 days of e st doss (within 30 days for SAES) are indudsd.
MedDRA version 22.0 Fas been used for the: reporting of adverse events.

Most frequent AEs (IR of at least 2.0 per 100 patient-years in any treatment group including asthma exacerbations) by PT
(Safety set)

GMF14E EMF1&8
1607330 168180 EF 250 MF 400 EiF BDis0@
H=243, H=43T, H=444, W=443, H=4844,
aup.=414.6 sxp =415 aap.=414.3 pup. =402 8 exp.=421.8
¥ ¥TE ¥ Y¥TE ¥TE
Prafarred tarm n (IR} m IR} n {IR) m (IR} n {IR]
Patierits with at l=ast one AE 286 [(122.7) ZEI (131.00 A0S [145.3) 320 (166.3] 250 [130.85)
Asmma 113 { 3Z.4] 113 32.7 153 ( 49.9] 198 ( 71.4] 137 | 4004)
Nasapharyngkis E0q 129 58 [ 15.1] T8 { 209) B2 (22.7) 47 (11.9)
Headac e 26 | B.5) 21 (52 24 [ B 24 { 6.1) 22 [ 54)
] 27 (6.T) 40 10.2) 3T (9.7 3= [ 9.5)

/ Upper respiraiory ract infecion g
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Bronchitis 04 50 22 (54) 2 [EE) 21053 17 (44}
Infiuenza 12 25) 13(32) 123 [4.7) 100 2.5) 12 (38}
Cropharyngeal pain 11{ 2.7} & 1.5) ERE 9(2.3) B(15)
Hyperension 10 2.4} 140 3.4) 1233 11028 514}
Friarmgits 104 2.4) 12T 12(25) 1203.m 14 [ 3.4}
Respimatory tract Infechon viral 104 2.4) 151 3.3) 14 [ 3.4) 120 3.m 13 (3.1}
Rhinkls 104 24) 100 2.4) (23 E(1.3) 015
Eack pain {23 17 (42) 213 B0 1.5 2018
Cough ETRET 5(23) 1223 151 3.8 (15
Viral InfecSion 71T 50 1.3) 127 Ti1.8) & 14)
Viral upper respiratony fract TiLT 127 2 [E3Z) 200 5.1) 2[4}
ne=ction

Respiratory tract Infacton 5{13) 2010 307 Bi2.m 2018
Rhinkls ali=rgic 5{13) 127 FI17] 110 2.8 TI1T)
Upper respiratory ract infecion 5{13) 71T 71T 141 3.5 015
nacieral

Gasiroentarits 410 (23} 410 E(1.5) B8}
Sinusitis 4{1m 5| 1.5) EIRET Bi(2.m 5(13)
DiaThaea 3{0.7) 922} 513 a01.m a2z
Lower respiratory ract infecton 3{0.7) 5012} L1 Bi2.m 6014}

&¥p. = EXpoSUne IR iotal numbar of patient-pears.

ri = nmiber of pabents with ak lest ome event.

IR = incikd=nce rate per 100 pafent-pears (= 100 " number of palients wih at k=2t one event ! lotal exposane in
patisnt-years ). For patiends with an ewent, enposare |5 only counted untll the first onset =vent dabe.

Frefemed femms are sored 0 descending onder of freguency In the QRS 149 150320 group.

A patient with muftiple AEs s counted only once In She “at st one AE" mw.

A patient with muitiple AEs with the same prefarned term b5 counted only ance for Siat prefered barm.

Cinly AEs neported whilst on shudy drug or within 7 days of B kst doss (within 30 days for SAEs) are Incuded.
MisdDEA Viersion 220 has been used for e eporing of sdverse spenks.
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AEs (including asthma exacerbations) suspected to be study drug-related (investigator reported), by PT, with an IR of at
least 0.5 per 100 patient-years in any treatment group (Safety set)

GMF148 GMF148
168320 1E0M8g MF 0D MF 409 &iF BDie0d
K=443, W=417, H=440, H=443, H=444,
=xp=414.5 exp. =463 sxp.=414.8 sxp. 4028 sap.=421.8
§¥TE TG ¥rE ¥TE ¥k
Frafarrad term n {IR]} n {IF} n {IR] ni IR n IR}
Patienits with at lzast one AE AT (9.4 28 { 7.00 25 (8.3} 7.0 3Z [ &0
suspeched fo be Shudy drug-
relabed
Dyspivonia S5(12H 4i1.0 2({0as}) 20 0.5} 2[OTH
AsEma I[OT (0.7 5(12) 13(3.3) S22
Prianyngits 2[0S} 10 0.2} ] 1(0.2) 2 (0.5}
Weilght Increased 2 [ L5k 1] 0 a o
Cough 1{02p 2(0.E) 2{as) 1(0.2) 1{0Zp
Headsc e 1002) 1] 102}y 20 0.5} o
Cral candidixsis 1{02p 2i0.E) 2{as) -4 W] 2{0.Th
Cropharyngeal pain 1[02) (0.7 1( 02} (0.7 2 (0.5}
Throat irEation 1[02) 2(0.5) ] a o
Upper respiraiory ract infecion 103y 1(0.2) 102} 205 Z{0E)
Eloiosd crealinine Increased 1] 0 o a Zi0s)
Hyperh=nsion o 1(0.2) 2{as) a 1i0Zh
Infiusnza ke liness 1] a o 1(0.2) I(OLT)
Non-candlac chest pain 5] 1(0.2) o 2(0.5) o
Fapimsons 5] 1(0.2) FIN: 1] ] o
Upper respiraiory ract Inf=con ] a o 1(0.2) 205y
bacieral

=yp. = px¥posure in iotal number of patiend-pears.

mi = namiber of pabents with at least one svent.

IR = Incidence rate per 100 paient-years (= 100 * number of patients with at l=ast one event ! iotal exposure In
patent-years ). For patienis with an event, exposure | only counded unbl the first onset event date.

Frefermed femrs are soried Indesoending order of fregeency Inthe SMF145 150320 groue.

A patient with mefipie AFs ks counbed only once In e =t least one AE" ow.

A patient with muitiple AEs with the same prefermed term b5 counded only cnce for Shat prefered berm.

Only AES reported whilst on shidy drug or within 7 days of B kst dose [within 30 days for SAES) are Included.
Relationship to study dreg is considered as suspected fior those events where “Reasonable possibiity that AE s
rejated fo study reatment” is answered by e Invesbgator as “Yes®, “Yes, investgatonal neatment®, "Yes, other
shudy reatment (Ron-investigational]”, or "Yes, bof andior indisingulshab e

MiedDRA Version 22.0 has been used for S reporting of adverse evenits.
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SAEs (including asthma exacerbations) by primary SOC (Safety set)

ETMF148 aMF148
168220 1s0M8a MF 200 MF 400 EiF BDiB0R
H=d443 W=437, H=441_ W=443, H=444
sxp=#14.6 eup.=41E61  sxp.=414.3 pxp =402 8  sEp.=421.8
¥TG VTG ¥TG VTG ¥TG
Primary cystem crganm olace n IR n (IR} n I/ n (IR} n{IR]}
Fatieriz with at least one 2AE M (53) M { 5.00 (53 (80 M [51)
Imfections and imfestations S112) Ti1.T) 101 z.48) 210.5) S(1Z)
Cardiac disonders I[LT) a 1102) 100.2) Z(0E)
Injary, polzoning and procedural I[OTH 100.2) 205y R e} 3 [O0TH
complcabons
Musouoskelsial and connectve S{OT) (0K 1{02) (0.5 o
tissue disorders
Respiratory, thoraclc and A[OTH 41 1.0 2113) i0{2.5) 3I0TH
medlastinal dsorders
Gastronizstina] dsorders 2 [ O.5) 200.5) Ziosy 2005 Z2[05s)
Eye disorders 1002y 100.2) o 100.2) o
Hepatobilary disomders 1{03) 1(0.3 il ] il
Merious. sysfem disorders 1{02) {03 I [OT) 1{0.3) 1{0=Z)
Renal and urinary disgnders 1102) 100.2) 1102) 100.2) 1102}
Vascular disorders 1102) 100.2) o 100.2) o
Ear amd labgrinth disorders o a o 100.2) o
Emdacringe disonders ] a o a 1102}
Invesigations o ] 1{0z) 100.2 1{032)
Memballsm and rutrition o ] 1{0z) 100.2 1{032)
disorders
Meopiasms benign, mialgnant o a o (0.7 3 [O0TH
and unspectfisd (incl cysts and
POlyps)
Psychiatric disorders ’ o ' o ’ [ ' o ' 1002}
Reproducthie sysie=m amnd breast ] 205} [ 2i0.5) 100z
disorders.
2%in and sabosfaneous Hssus [+] a o 2(0.5) o
disorders.

&Y. = eXposure in iotal number of patent-years.

A = number of pabents with at least ome Event.

IR = incldence rade per 100 pafeni-years {= 100 " number of pafenés wih at l=ast one event  folal exposure in
patieni-years . For patlents with an event, exposare |s only counéed untll the first onset event date.

Frimary system organ clxsses ane presented in desoending onder of frequency inthe QRS 149 150320 groop.
A patient with mulipie SAES Is counted only onos In e "at eyt one SAE™ row.

A patient with mutiple SAE: within a system crgan dass ks counted only once for Sat system organ class.
Only SAES reported whilst on shudy drug orwithin 30 days of e st doss ane Included.

MedDRA Version 220 has been used for e reporting of adverse events.
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SAEs (including asthma exacerbations) by PT, with an IR of at least 0.5 per 100 patient-years in any treatment group
(Safety set)

GEMF1&8 GMF1a8

16220 1E0M 80 MF 200 MF 400 iF BOiG0Y

H=443 H=43T, M=440, N=dis, =244

esxp.=414.5 pup.=41E3 exp.=414.8 sup.=40Z 8 sp. =438
¥rE ¥TE ¥rE ¥TG VTG

Prafarrad tarm n {IR] n (IR} n {IR] m (IR} n {IR]
Patierts with at least one BAE M (52) 20 | 5.01 2 [ =3} 3 {8.0) 21 (54}
Astma 3[OTH 2(0.5) E(15) B(2.0 2 (05}
Aruis myocandlal intancbon 2 [ OLE) a 1) a 1{0Z)
Prisumonia 102 3(0.7 Si1Z) Z(0.5) o
Pertionitis o a 1(0.2) o (0T}
RIb Trachure a a o Zi0.5) o

SNp. = BEYpOSUre In iotal number of patient-pears.

ri = namiber of pabents with af least ome =vent.

R = incldence e per 100 pafient-pears (= 100 " number of pafients wii at l=ast one ewent ! fotal exposure in
patmt-years). For patients wih an event, exposare 15 only counted untll the first onset event date.

Frefermed i=ms are sofed in desosrding onder of fneguency inthe SRS 145 150320 grous.

A pathent with muitiple SAEs Is counbed onky omoe In e "ak least ome 2AE" row.

A patiesnt with muitiplie 2AEs with the same preferned 12 5 counted only once for Shat prefered t=rm.

Oinly BAEs reported whilst on shudy drug or within 30 dagys of B st dose are incladed.

MiedDRA Version 22.0 has been used for e reporting of adverse svents.
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AEs (including asthma exacerbations) leading to permanent discontinuation of study treatment, by PT with an IR of at
least 0.5 per 100 patient-years in any treatment group (Safety set)

QTMF148 QAMF148

1884320 1E08d MF 00 MF 40& LiF BSOS
H=447, H=43T, M=2a4q, H=443, M=
sxp~=414.5 sxp 4163 sxp.=414.8 exp. =405 sxp.=421.8
¥TG ¥TG ¥R TG ¥R
Frefarrad term n {IR] n (IR} n {IRi n (IR} n IR}
Fatierts with at l=ast one A 9[22} (0.7 12 [ 2.9) 16 4.0 11 [ 28]
exding o permanent
discontinuation of shudy drug
Asthma 1002 a 4 {140} TILT Z {05}
Angioedema o ] (0.5 ]
Dysphonia o ] (0.5 ]
Becirocardiogram QT ] a Z [ ns) a 110Z)
proionged

=xp. = exposurs In iotal number of patent-pears.

A = number of patients with at east one event.
IR = Incidence e per 100 padent-pears (= 100 " number of palients wish at l=ast one event ! iotal sxposare in
patient-years ). For patients with an event, svposure Is only counted untl the first onset avent date.

Frefemed e are sorfed indesoending onder of freguency in the QRIS 149 1503240 growap.
A, patient with muitiple &Es ks counbed only omoe In e "at eack one AE" mow.
A pateent with muitiple AEs with the same prefermed temm ls counded only cno= for Sat prefered be2rm.

Only AEs reported whist on study drug or within 7 days of Bhe st dose (within 30 days for SAES) are Included.
BledDRA Werslon 22 0 has been wsed for e eporting of adverse svenbs.
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Other Relevant Findings

AEs of special interest by risk category (Safety set)

Intubation hospitalization and 3(0.7} 1({0.2) 615 (20 2 (0.5)
death due to asthma related

events

Liver toicity B(1.8) T(17) Q23 12( 300 12(249)
Medication ermor. Device 1] 1({0.2) 1(0.2) 1{0.2) 1{0.2)
imterchangeability or Swallowing

of capsules

Paradoxical bronchospasm (0] 0 2( 0.5) I(0T) 0
QT prolongation and 2(0.5) 2(0.5) 3(07) ] 2(0.5)

interaction with drugs known o
prolong QTe interval

Reduced bone mineral density 2(0.5) 0 0 2{0.5) 1{0.2)

exp. = exposure in total number of patient-years.

n = numizer of patients with at least one svent.

IR = incidence rate per 100 patient-years (= 100 * number of patients with at least one event [ total exposure in
patient-years ). For patients with an event, exposure is only counted wntil the first onsst event date.

Risks are presented in alphabetical order. * = (ind brady- and tachyarmhythmias).

A patient with multiple AEs with the same risk is counted only once for that nsk category.

Cnly AEs reported whilst on study drug or within 7 days of the last dose (within 30 days for SAEs) are included.
MedDRA Version 22.0 has been used for the reporting of adverse events.

Conclusion:

The totality of evidence for QMF149 demonstrates the benefit of adding indacaterol to mometasone furoate in a fixed dose
combination therapy for patients with poorly controlled asthma. Both QMF149 doses (150/160 ug and 150/320 ug) demonstrated
clinically meaningful improvements over corresponding MF doses and the persistence of efficacy for lung function, symptom control,
and reduction of exacerbations. Improvements in adolescents were also observed and consistent with the overall population.
QMF149 was well tolerated without evidence of an increased risk compared with the known safety profile of the individual
monotherapy components or to salmeterol/fluticasone 50/500 ug b.i.d.

Date of Clinical Trial Report
24-Sept-2019

Page 28 of 28



