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Check the appropriate box below if the Form 8-K filing is intended to simultaneously satisfy the filing obligation of the registrant under any of the following provisions (see General
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Item 7.01. Regulation FD Disclosure.

On May 18, 2015, at the Annual Congress of the American Thoracic Society in Denver, Colorado, GlaxoSmithKline (GSK) held a mini symposium relating to the effect of reducing
lung hyperinflation with fluticasone furoate/vilanterol (FF/VI) on cardiac structure, function and arterial stiffness. The presentation slides are furnished as Exhibit 99.1 to this Current
Report on Form 8-K and are incorporated by reference herein. FF/VI has been developed under the LABA collaboration agreement between GSK and Theravance, Inc.

The information disclosed in this Item 7.01 is being furnished and shall not be deemed “filed” for purposes of Section 18 of the Securities Exchange Act of 1934, as amended (the
“Exchange Act”), or otherwise subject to the liabilities under that section, nor shall it be deemed incorporated by reference in any filing under the Securities Act of 1933, as amended,
or the Exchange Act except as expressly set forth by specific reference in such filing.

Item 9.01. Financial Statements and Exhibits.

(d) Exhibits

99.1 Presentation Slides
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Exhibit 99.1

Barts Health W Bartsand The London

School of Medicine and Dentistry

National Institute for Health Research Cardiovascular Biomedical Research Unit at Barts

The Effect of Reducing Lung Hyperinflation with Fluticasone Furoate/
Vilanterol on Cardiac Structure, Function and Arterial Stiffness: A Cardiac
Magnetic Resonance Study

lan S Stone, Neil C Barnes, Wai-Yee James, Dawn ‘Midwinter, Redha Boubertakh, Richard Follows,
Leonette John, Steffen E Petersen
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Overview

» Rationale of the study

« Study Design

» Results

* Conclusions and Implications
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Potential Mechanisms Linking COPD And Cardiac Disease

Consequences of Hyperinflation

» Significantly reduced LV dimensions and

« 2x all cause mortality 1
diastolic filling pattern vsratio of >0.25 2
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* 10% increase in CT defined emphysema associated with a reduction in RVEDV by

2:43 ml and 3-25 mi for current and ex-smokers respectively? 1. Casanova et al AJRCCM 2005
2. Waltzetal Chest2010
3. Grau |, Chest 2013
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Rationale

Lung Deflation

* Respiratory benefits well described

— improved exertional dyspnea and exercise
tolerance’
* reduced inspiratory muscle loading
* Increase capacity to dynamically hyperinflate

* Benefits on cardiovascular function less
clear
— LVRS - improvement in O, — pulse?

1. O'donnell et al Chest. 2006; 130(3): 647-56.
2. Come et al Respir Med. 2012; 106(1): 109-19.
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Test the hypothesis that the cardiac
structural and functional alterations
seen In stable hyperinflated COPD are
modifiable through pharmacological
lung deflation.

Centre for Advanced Cardiovascular Imaging

Overview

« Study Design
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Study Design:

Cardiac Magnetic Resonance

No geometric
assumptions
Highly
accurate and
reproducible

Limitations
with ECHO
due to
emphysema
do not apply
new advances
intrinsic
myocardial
systolic and
diastolic
function.

Centre for Advanced Cardiovascular Imaging

Study Schematic

FF/VI
100/25mcg QD

Placebo
Follow-up
Screening and Treatment Wash-out Treatment
run-in period 1 period 2
Placebo FF/VI
100/25mcg QD
Visit 1a 1b 2 3 4 5 6
— 14—
Day -7(£3) 1 8(+7) 15(+2) 22(+7) 29(+2)
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Study Design:

Primary Efficacy Endpoint

* Change in Right Ventricular End Diastolic
Volume (indexed to body surface area)
from baseline compared to placebo

— thin-walled

— most sensitive to the changes in pre-load
conditions

Centre for Advanced Cardiovascular Imaging

Study Design:
Other efficacy endpoints
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Study Design :

Inclusion Criteria

* >40yrs » Residual Lung

« 15 PYH Volume (RVol)

. Established COPD 2120%
diagnosis

« FEV, <70% post- * RVol Reversibility
bronchodilator post bronchodilator

+ FEV,/FVC ratio after ~ ©f 27-5% predicted
bronchodilator < 0.7

Centre for Advanced Cardiovascular Imaging

Overview

 Results
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Results:

Study Consort

Excluded 51
39 did not meet entry criteria
22 Lung hyperinflation criteria
9 Spirometric criteria
8 Use of prohibited medication
2 COPD exacerbation/LRTI
1 systermic inflammatary disorder
4 withdrew consent

96 subjects recruited |

A 4

6 did not tolerate MRI

2 unable to undergo MRI due to body habitus

I-—[ 45 underwent randomisation Ir-——l

22 randomised 23 randomised
placebo followed FRMI Tollowed
by FF/VI by placeba
Treatment 22 received 1 withdrawal : 1 withdrawal
FFMVI
period 1 placebo due ta AE 23 received FR/VI due to AE
21 entered 22 entered 1 withdrawal
washout period washout period due to AE
Trea_tment 21 received FE/VI 21 received
period 2 placeba
21 completed Cuerall 22 completed
FFM 43 completed FEMVI FF/WI
Completed and and and
21 completed 41 completed placebo 21 completed
placebo per protocol* placebo

*1 patient excluded from the analysis due o missing MR data

Results:

Demographics

« Age 64.4=x9 yrs
 62% males, 87% caucasian
« 48.5+30.9 Pack years
* Moderate to severe COPD _ CAT 18+8

— FEV1% 525+12.2

N — Moderate or severe
— FEVIFVC 45.3+10.3 exacerbations in prior
— RVol% 168.8+37.0 3 years
» -23.8% reversibility post bd o« 47% > 2

« Comorbidity * 76% never hospitalised

* Hypertension 36% / Statin 33%

*Values Mean+SD
Centre for Advanced Cardiovascular Imaging



Results:
Primary Efficacy Endpoint RVEDVI

T B FFIVI 10025
- Bl Flacebo
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g 15 /
20 .‘—/;—4
<25+
Adjusted Mean*: 0 -0.47 (1.39) +5.35 (1.37)
Difference +5.83
95% ClI 2.74,8.91 * Statistical analysis performed
using an ANCOWVA model with
covariates of treatment, baseline,
P-value <0.001 period and subject as a random
effect.

Pulmonary Function

FF/VI100/25 FEV (l) FVC (l) FEV/FVC (%) Residual
vs Placebo Volume (I)
Difference 0.220 0.350 2.0 -0.429
95% CI 0.12, 0.31 0.21, 0.49 -0.3,4.3 -0.59, -0.27
P-value <0.001* <0.001* 0.092 <0.001*

Analysis performed using an ANCOVA model with covariates of treatment, baseline, period and
subject as a random effect.
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Other Efficacy Endpoints

Il Cardiac volumes, mass and function [ Pulmonary arterial stiffness [ Systemic arterial stifiness

Right ventricle
ESVI, mLim® 1 ’ - i

*SVI, mLim? 4 L 4.87 mlim?

“EF, %+

Left ventricle
EDWI, mLim® i 1 3.63 mlim?
ESVI, mLim® 4 } ]
"SVI, mLim? 4 ' ] 1 2.99 ml/m?
EF, % ' 4
MI, gim* ' o

Left atrium
EDVI, mLfm? [ —
ESVI, mLim* - —a— 2.33ml/m?
SVI, mLim® < 2 18 mifm?
EF, % e i 3 {7 %4
Pulmenary artery
MPA pulsatility, % - L 1 290 %
LPA pulsatility, % - i 2.67 %
RPA pulsatility, ¥ - k -

Aorta

TAA distensibility, %

TDA distensibility, 5% - 1

ABA distensibility, % 4 |

Regional

Pulse wave velocity, mis o *—Ir
Augmentation index, %< ' 1

5 0 5 10
Treatment difference (95% CI) for change from baseline

Centre for Advanced Cardiovascular Imaging *Analyses performed post hoe

Safety

FF/VI 100/25 Placebo

No. of subjects with 6 (14%) 5 (12%)
on treatment AEs

Drug related on and 1(2%) 1(2%)
post treatment

Withdrawals on and 2 (5%) 1(2%)
post treatment

SAE 0 0

Centre for Advanced Cardiovascular Imaging



Overview

» Conclusions and Implications

Centre for Advanced Cardiovascular Imaging

Summary Of Findings

» Lung deflation with FF/VI 100/25 resulted
N
— Decompression of cardiac chambers and
pulmonary vasculature
* Increased End Diastolic Volumes
 Improved atrial function
« Alterations to pulmonary artery properties

— No effects on systemic arterial stiffness or
Intrinsic myocardial function

Centre for Advanced Cardiovascular Imaging



Clinical Implications

* RV

— Small RV associated with onset of dyspnoea

(Kaufmann 2013 PLoS One)
 LAEF
— Predicts atrial fibrillation in dyspnoeic patients
iIndependent of atrial SiZ€ e x1s creuston souma)
* PA Pulsatility
— Contributes to RV effiCienCy  winor 1ses crustion researen
— May Attenuate RV adaptation sewens 2 succ carovescisr magng

Centre for Advanced Cardiovascular Imaging

Conclusion

 First study to demonstrate that changes in
cardiac structure and function can be
achieved following the pharmacological
treatment of lung hyperinflation

 Whether over the long term lung deflation
treatment can impact on intrinsic
myocardial function is as yet unverified

Centre for Advanced Cardiovascular Imaging
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