Bpoyyookomkég Ospameieg
XAII xon acOpatog;,

BLVR/BT/TLD: Emidoyn acOsvaov kai
ucloooi

I'p. Xtpatdkoc MD, FCCP
En. KaOnyntg IlvevpovoAoyiog

Movaoa Ereupatiknc ITvevuovoroyiog,
11 [Tvevpovoroyikn Kivikn) EKIIA, NNOA «Zotnpio»

* EBwviko ka Kamoblotplakd
MANEMZTHMIO AQHNON






‘Evog opiopog yio to eueoonua. ..

» OAlor o1 acBeveic eiyav YT Omov vmoAoyictnke 10 TOGOGTO TMV
voxels pe tipég Myodtepo amd -950 Hounsfield units.

S P]ROM[CS » H opdoa avtry cuykpidnke e onuovTikd KAWVIKA

YOPOKTNPLOTIKA (Outcomes)

WL R
“-n- AL » O1acOeveic pe >5% eupuonuoatikd Tvevpova (<-950 Hounsfield

S COPDGene units), etyov meprocoTePEg TOPOEVVGELS, YepdTEPO St George's
; COPD Genetic Epidemiology RQ Kot ugya}ﬂ')ﬂcgpn Ovnﬂc(’)ﬂcnra.

» H ocvoyétion avtn ioyve HOVo yio Tovg acHeveic Le amo@PaKTIKO
ovvopopo (FEV,/FVC < 70% pe GOLD criteria).

Association between Emphysema and Chronic Obstructive Pulmonary Disease Outcomes in the COPDGene and
SPIROMICS Cohorts: A Post Hoc Analysis of Two Clinical Trials.
Am J Resp Criti Care Med, 2018;198: 265-267



FEV1/FVC<70, >5% (-950HU)
OV OEV £YOVV «ELOIKOV» TLTTOV VOGO:

» A,AT deficiency
» Bullous Disease

» Paraseptal Emphysema

» CPFE




| Kevipoloimoeg pe evtomo™n 6Toug avem AoBong
' DLCO> 20% kou petopuevn ovtoyn 6tnv deKnon :

Low exercise capacity :post rehab baseline max work of < 25 watts for women and < 40 watts for men.
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Lung Volume Reduction Surgery Since the National Emphysema

Treatment Trial: Study of Society of Thoracic Surgeons
Database J Thorac Cardiovase Surg. 2014 December ; 148(6): 2651-2638.

=Metacn 2003 ko 2011 (8.5 ypovia) povo 538 acbeveic

<65 etV yepovpyndnkav otic HIIA (20-118/£t0¢)
Yroloyiouoc acBsvav 4.7x 108

FEV, 31% pred xatd MO (évavtt 28% tg NETT)
=[IepioooTEpPOL aGOeveic Eyivay BmpaKooKOmTIKA

=H Byntotnta 6 acOeveic 0yt vYNAOD Kivouvou 1TV
nop’ oA avtd 3% peyoivtepn e NETT (p<0.005)




THE ANNALS OF 2018:105:379-385

THORACIC SURGERY

Official Journal of The Society of Thoracic Surgeons and the Southern Thoracic Surgical Association

= 33 pts 2009-2014. DLCo <20% The 90-day mortality was 0%.
= FEV1 % at 3 months increased from 23% to 29% (p < 0.001).

= Dlco increased from 15% to 24% (p < 0.001), and median hyperinflation
decreased from 76% to 63% (p < 0.001).

= A prolonged air leak exceeding 7 days occurred in 48.5%, and 6 required
reoperation for fistula closure

= Selected patients with severely impaired DLCo of less than 20% can
cautiously be considered as potential candidates if hyperinflation is severe
and the lungs show areas with advanced destruction as targets for resection.



Endoscopic LVR

A. Tpomomoinon aepay®y®Vv Kot pong
Endobronchial valves

« Emphasis-Zephyr (Pulmonx): One-way
Valve

= Spiration: Umbrella




INTERMATIOMNAL

_
Pulmonx valves - VED

Endabirenchial Valve
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Primary Safety Endpoint

Additional Safety Analysis

al medical treatment

6 months 12 months (cumulative)
Control EBV value Control EBV p
n=101 n=220 P n=101 n=220 value
Major Complication
1.1% 6.1% 0.0748 4.6% 10.4% 0.1724

Composite (MCC)

Death 0.0% 2.8% 0.1867 5% 3.7% 1.0000

Empyema 0.0% 0.0% 0.0% 0.0%

UEERIND 0.0% 0.5% 1.0000 0.0% 0.5% 1.0000

Hemoptysis

SIS NA 1.4% NA 4.2%
Pneumonia

Pneumothorax/

: 1.1% 1.4% 1.0000 1.2% 1.9% 1.0000
air leak > 7 days



http://www.google.gr/imgres?imgurl=http://www.gacancer.com/assets/News-Images/NEJM.jpg&imgrefurl=http://www.gacancer.com/news/news-detailed.php?NewsID=267&usg=__SiX2l5mbPcYPFlOFrjaRah08azI=&h=292&w=300&sz=30&hl=el&start=2&zoom=1&um=1&itbs=1&tbnid=TG-S4DhcsYhWWM:&tbnh=113&tbnw=116&prev=/images?q=the+new+england+journal+of+medicine&um=1&hl=el&sa=N&rlz=1W1TSEA_en-GB&tbs=isch:1

VENT Responder Summary

(Delta Treatment & Control @ 6mons)

N Engl J Med 2010;363:1233-44
Eur Respir J 2012; 39: 1334-1342

Total w79 H.H. (>10%}-s: HH.+LEy,  HH.+LEGGF

=l FEV1 % Change B 6MWT % Change #=SGRQ Delta (abs)

H.H. — High Heterogeneity, L.E. — Lobar Exclusion Achieved, C.F. — Low Collateral Flow



Lancet 2015; 386: 1066-73

BLVR Control  pvalue®
(n=14)
All{n=23) Ov-positive
exrluded
(n=19)
FEV, 9 (39%) 1(4%) 0-0044
»15% Improvement q (47%) 1(4%) 0-0022
RV 11 (48%) - 7(29%) O24
0-35 L reduction™ 11 (58%) F[(9%) O-OF
EMWD 12 [52%) 4(17%) O©01Z
26& m Improvement™ - 12 (63%) 4(17%) O©004
Endurance oyde time 10 (43%) - 2(E8%) 0-008
105 5 Improvemen ™ . Q (47%) 2 [B%) 0-005
SGROC 11 [(48%) - 11(46%) 10
4 points reduction™ - 11 (58%) 11(46%) O5
CAT 13 (57 %) - 7(29%) 0080
2 points reduction® 13 (68%) 7(29%) ©015

Dt are n (%) OV positiee=ool ateral wentilaticn vsing Chartes system.

Bl VR=brondhoscopic lung volume reduction. FEV =fomed acpirato wolume in
1 =. AW =residualeolume. SWD=6 minwalking distance. 3GRc=51 Geonge’s
respiratory questicrnaine for chronic cbstnactiee pulmorary disease (C0PD])
CA T OO PN rememsmaemit test sooine. * Fisher's ecact test (this analkysis dioses not

indusde imputed walues).

Toble 5: Responder rates acoording to lung function, health status, and

exerclkse oriterla

Bronchoscopic lung volume reduction with endobronchial
valves for patients with heterogeneous emphysema and
intact interlobar fissures (the BeLieVeR-HIFi study):

a randomised controlled trial

(n=24) Between group ,
1-7.1) 20.9 (4.3-37.5) 77 °
3-0.0) -0.4 (-0.7-0.0)
1-1.7) 2.8 (0.3-5.6)

FEV, change from baseline (%)

Bronchoscopic lung Control

volume reduction




EBV Group Control Group
(N = 34) (N = 34) P Valuet

no. (%)
otal no. of serious events 73 <0,001
Pulmonary events
Death
COPD exacerbation with hospitalization

Prneumaonia

Preumathorax
Resolved <14 days after onset, without drainage
Resolved =14 days after enset, with drainage
Required temporary valve removal

Required permanent valve removal because of recurrent
pneumothorax

Required permanent valve removal, after temporary
remaval and reimplantation, because of recurrent
pneumothorax

Other EBV-related events requiring permanent removal of
all valves

Torsion of the bronchus

Preumaonia distal to valve

Increased sputum, dyspnea, or coughing without patient-
perceived treatment benefit

Other EBV-related events requiring valve replacement
Walve migration
Vahoe expectoration
Valve dislocation due to formation of granulation tissue

Increased sputum, dyspnea, or coughing




A Multicenter Randomized Controlled Trial of Zephyr
Endobronchial Valve Treatment in Heterogeneous Emphysema
(TRANSFORM) Am J Respir Crit Care Med 2017;196:1535-1543

FEV, Improvement (L) 8MWD Improvement (meters)

0.30

p<0.001 p<0.001

Change in FEV, (L)
Change in 6MWD (meters)

SoC subjects had an FEV, |
improvement of >12%. o

97 pts (65 vs32) o
55.4% of EBV and 6.5% of

=l=EBV group from Baseline ©~S50C group from Baseline =i=EBV group from Baseline ©~SoC group from Baseline

—a—Between-group difference —— Between-group difference

RV Improvemen t (L) SGRAQ Improvement (points)

~ | |

0.20

g
o

o
o

0.00

g
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= 020

SGRQ score (points)

c -0.40

c -0.60
<

S &5 5t

Chlange in

-0.80

-1.00 -12.0
Baseline 3 Months 6 Months Baseline 3 Months 6 Months|

=i-EBV group from Baseline ©-SoC group from Baseline =l-EBV group from Baseline ©-SoC group from Baseline
—te— Between-group difference =i Between-group difference



LIBERATE STUDY:

Multicenter RCT to evaluate effectiveness and safety of Zephyr® Endobronchial Valve EBV® out to 12-months.
Heterogeneous emphysema with little to no collateral ventilation (CV) in the treated lobe. 190 subjects, 128 EBV and 62
controls.

Pneumothorax was the most common serious adverse in 34/128 (26.6%) of EBV subjects. Four deaths occurred in the EBV
group during this phase, and one each in the EBV and SoC groups between 46 days and 12-months.

FEV, - Change from Baseline 6MWD - Change from Baseline SGRO - Change from Baseline
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Am J Respir Crit Care Med 2018;198:1151-1164



StratX " Lung Report

STRAT-X
NiKo 01.01.1951 Jjpload Date Aol 12, 2018

Scan 1D 68188 Report Date  Apnl 13,2018

CT5can Date  Nov 21,2017 Scan Comments  Nane aSSeSS m e nt SySte m

=70% Voxel Density

FEV1<50%, TLC> 100%,
\ il RV>150%, RV/TLC >0.58,

<50% Voxel Density
Less Than -910 HU

e ses R DLCO > 20%, 6MWT 150-400m

80-95% Fissure Completeness

— With complete Fissures and no
o, ™0 @) D collateral ventilation

%Voxel Density (83 Optimal pharmacological and non pharmacological
treatment

RUL U

% Voxel Density
Less Than -950 HU 22 22 27 27 26

Inspiratory

1747 553 1718
Volume [ml)




OMOIOI'ENEX EM®YXHMA: IMPACT - RCT

93 acOgveic pe cofapo, OHOLOYEVES ENPVCN N KOL TOVGLO TAPITAEVPOV GEPLGUOV GTOV
Aof0-6T070.

These data indicate that EBV therapy can benefit
substantially more patients than previously believed. Percent change from basaline to 3 months
B = i =~

EBV-treated pts experienced improved
exercise tolerance, with a 40-meter
Increase over the control group in the
6MWD, and improved QuoL, with a 10-
point improvement in the SGRQ score - " +17.0%
over the control group. S

Valipour A, et al. Am J Respir Crit Care Med. 2016.



Endoscopic LVR
Spiration Intrabronchial Valves (IBV)

Multicentre European study for the
treatment of advanced emphysema with

bronchial valves Fur Respir J 2012 39: 1319

Inferior Results

Treatment with bronchial
valves without complete
lobar occlusion in both
upper lobes was safe,
but not effective in the
majority of patients



B. Tpomomoinon mveuvuovikKon TopeyyLLOTOC |
1. Polymer sealant LVR

Chest 2007;131:1108-1113.

Criner G et al. BLVR in Advanced Upper lobe
Emphysema: Phase 2 Results.

Am J Respir Crit Care Med 2009; 179:791-798
Bilateral upper lobes treatment (8 subsegments).
Increase of FEV, by 15% FVC 9% TLC 6% and
SGRQ In 12 weeks. NO significant complications.
Rafaely Y et al. BLVR in Advanced Homogeneous
emphysema. Eur Respir J 2010;36:20-27

17 pts, (Upper lobes or apical of the lower lobes) 29-
47% increase >12% in FEV1 and FVC 65-75%
Improvement of SGRQ No deaths. 20% AE COPD




Original Research

Bilateral Endoscopic Sealant Lung CHEST 20121
Advanced Emphysema " 142(5):1111-1117

Mordechai R. Kramer, MD, FCCP: Yael Refaely, MD; Nimrod Maimon, MD;
Dror Rosengarten, MD: and Oren Fruchter, MD

BASELINE

FEV,= 142l FVC=3.8IL
RVITLC = 0.61

MRCD =2

SGRQ =31

WEEK 12

FEV,= 1.50L. FVC=333L
RVITLC = 0.60

MRCD =3

SGRQ = 31

WEEK 48

FEV,=2.11L FVC=4.75L
RV/ITLC =049

MRCD =1

SGRQ =34

BASELINE
HI at -9 : o FEV, =0.78L
q RV/TLC = 0.64
MRCD =3
SGRQ =45

WEEK 12

FEV,= 131L FVC=3.15L
RV/ITLC = 0.58

MRCD =2

SGRQ = 36

WEEK 48
FEV,= 129L FVC=3.79
RVITLC = 0.39

4 MRCD =2

BASELINE WEEK 12 WEEK 48 SGRQ =31



ORIGINAL ARTICLE
IN PRESS | CORRECTED PROOF

ASPIRE

.83523.
w
ur Respir J. 2015 Apr 2. [Epub ahead of print]

® A randomised trial of lung sealant versus
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B Non-respiratory events

Adverse events requiring
hospitalisation n
]
1
Adverse events requiring
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12345678 91011121314151617181920 21 1 2 3 4 5 6 7
Individual treated patients Individual control patients

Subjects n TASEIGALAS

FEW* . .
SoRQ" FEV1(% ; mL) 26142 %:

311; 31x145 0.03

R 174+317mL

MWD' SGRQ(U) 13+15 346 0.02
E-Zfrgaef ’ MRCD(U) -0.6x1.2 -0.5%£0.7 0.61
6-min walk|

ey fromt OV 1M 16£52 -17+46 0.08

[25]: §: MCI



Modifying the pulmonary parenchyma: Endobronchial
coils made from nitinol- Pneum RX®

Introduction under fluoroscopy.

« Not affected by collateral
ventilation.

10 coils per lobe for volume
reduction.

* Not in extreme destruction of the
parenchyma-improve elastic
properties of the lung.

 Once introduced difficult if not

Impossible to remove.




RESET trial: randomized, 22 pts vs 23 contirols

Primary outcome

-811(-13.83t0  0.25(-5.58 to -8.36 (-16.24 to
-2.39) 6.07) -0.47)

Secondary
outcome

TLC (L) 024 (-038t0  -0.13(-0.27 to -0.11 (-0.29 to

-0.10) 0.01) 0.07)

051 (-0.73t0 _ -0.20 (-0.42 to -0.31 (-0.59 to
-0.30) 0.02) -0.04)

5115 (27.65t0  -12.39 (-36.61t0  63.55 (32.57 to
74.66) 11.83) 94.53)

%change in 14.19 (6.84 to 3.57 (-4.02 to 10.62 (1.12 to
FEV1 21.55) 11.17) 20.12)

mMRC 024 (-057toc  -0.09 (-0.44 to -0.15 (-0.60 to
0.09) 0.26) 0.30)

No between-group difference in serious

adverse events Lancet Respir.Med. 2013; 1: 233-40.



Modifying the pulmonary parenchyma: Bronchoscopic
Thermal Vapor Ablation InterVapor® System

« Steam administration (5-
10 cal/gr) with
endobronchial catheter
with balloon at segments

of targeted lobe. o —
° Thermgl dOmOge -I-hO-I- First Segment: RB2 (Posterior)
causes scarring and

atelectasis.
« Noft affected by
collateral ventilation.




| HE 1L ANCE | Vapor Ablation in the Presence of Incomplete Fissures: 12-
Month Results from the STEP-UP Randomized

lespiratory Medicine conerofreg Study

ULP- E, 45 patients, 24 control, one lobe treated per session.

Bronchoscoplc  Control DHfference eraween
WAL PP RO (G5% C1)
ablation group

FEV, {mL) JkG 323 1026
(SD114-3) (305 b0 174-8)

1783 TR,
(S0 4092y (28610 448 )

volume {ml} (50572 (5D 470-0)  [-499-7 0 24-5)

FRC (miL) 36 26 Py
- (SO 417-4)  (-490-0 to-25)

(50734} (333T0406)

FEY = forced exgpirabory wolume in 1 s, PVC=foroed ital capacity, FRC=fmdctional pessdual
capacity. GMWT =6 min wealk Te=1

Table: Change In secondary endpolnt measures at 12 months after vapour

ablatlon

47 patients: 23 to treatment and 24
to usual care . SGRQ response at 90
days after treatment was greater in
the treatment group than it was in
the usual care group (between-
group difference in change from
baseline -8 36 points [95% CIl —16 24
to —0-47]; p=0-04).

Shah et al, Lancet Resp Med 2016



Lung Volume Reduction with Vapor Ablation in the Presence of
Incomplete Fissures: 12-Month Results from the STEP-UP Randomized

Controlled Stud
y Respiration 2016;92:397-403

« 78% of treated patients were found to have 1 or more incomplete fissures
adjacent to a treated lobe and were considered to be CV+

Table 1. Results for primary efficacy endpoints for patients with incomplete fissures

Bronchoscopic vapor Control Difference between  p value
ablation group group groups (95% CI)

‘atients with incomplete fissures, n
A FEV ), %
3 months 9.1 (0.1 to 18.1) 0.0056
& months s 3. 10,9 (3.6 1o 18.4 0.0024
12 months 9. 5. 14.6 (3.1 to 26.7) 0.0137

3 months 7.7 2.2 55(05to-1L5)  0.0697
& months -6.1 (1.3 to -13.7) 0.1089
12 months Q.4 i 8.4 (0.7 to -17.5) 0.0712




Vapor Ablation In the Presence of Incomplete Fissures:

12-Month Results from the STEP-UP Randomized
Controlled Study. Adverse events

Table 3. 5AEs and hospital admissions

Treatment group (n = 35) Control group (n = 19)

0-180 days after 181-365 days after  0-180 days after 181-365 days after
treatment’ treatment’ randomization

randomization

COPD exacerbation
Pneumonia or pneumonilis
Pneumothorax

Hemoptysis

Death

Any respiratory SAE

Respiration 2016;92:397-403



Advanced COPD

nd low

emphysema predominant phenotype with severe hyperinflation not candidate for
bullectomy, BLVR or LVRS

large
bulla

no large of life and
bullectomy heterogeneous bulla homogeneous lung transplant

emphysema emphysema

d improves
dence B);

— collateral + collateral — collateral + collateral
ventilation ventilation ventilation ventilation

LVRS LVRS BLVR BLVR
BLVR BLVR (EBV, LVRC) (LVRC)
(EBV, LVRC, VA) | | (LVRC, VA) LVRS * LVRS *

Definition of Abbreviations: BLVR, Bronchoscopic Lung Volume Reduction, EBV, endobronchial Valve, LVRS,
Lung volume reduction surgery, LVRC, Lung volume reduction coil, VA, Vapor ablation

*at some but not all centers
FIGURE 4.5

GOLD guidelines 2019




ERS |monogmph

BRONCHOSCOPIC LUNG VOLUME REDUCTION | D-J. SLEBOS ETAL.

- . . Number 78
Coils Trials: Trials: December 2017
RV >225%) | VRS Vapour® Vapour®
_ Coils [LLs] (LLs] Consider
Trials: . Coils : ;
. : | IRV >225%| Coils Coils lung
.# # '] =
Valves Valves vapﬂur# [Eu 1'?'5_ [HII'JI }EEEEI'EI] [H1'I'I 1'}'5_ tral'|2-|II|.EII'It

Coils Trials: :
RV 175- || Vapour® | 229% 225%)

225%] Sealant Sealant

Heterogeneous Homogeneous Heterogeneous Homogeneous

Fissure integrity and Fissure integrity and
collateral ventilation negative collateral ventilation positive

QCT: fissure integrity; Chartis: collateral ventilation; QCT: emphysema destruction scores®

FEV1 <50% and RV >175%, RV/TLC >0.58, MWD 150-400 m

Optimal

Optimal pharmacological and nonpharmacological treatments, including smoking cessation, nutrition support, treatment

vaccinations, pulmonary rehabilitation, and noninvasive ventilation and/or oxygen therapy when applicable

Severe symptomatic emphysema patient







Radiofrequency ... Ablation for ASTHMA

Single use catheter
4 expandable electrode

Radiofrequency generator
Monopolar 450 — 500 kHz

FOR BRONCHIAL
THERMOPLASTY
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siclan:
nments

1 Age:
B
01/2013
18:23
%116

AS

40 — 100
activations/register

45 — 60 minutes / BT

) Bronchial

Treatment Date:

.Boston
Thermoplastg bcwntlﬁc
JVEREDAY THE ALARTSYSTEM
Patient |D: |_| Procedure 1: Right Lower Lobe ﬁ Procedure 2: Left Lower Lobe __IProcedure 3: Right & Left Upper Labes

Treatment Date: Treatment Date:

RB' (Apical Segment)

LB (Apicoposterior Segment)

}/// ; 4 / ) \ Actlivations

Procedure 1

‘Procedunn'e 2

Activations L Activations
RB? (Posterior Segment) Upper Lobe } y LB? (Ant.erio.r Segment)
|Activations 4 Broychus '1 Upper Lobe N Activalions
Activations ' anckus
RB? (Anterior Segment) y. A [Activations - Superigr Division Bronchus
Activations N = 5 (/ Activations
. -
- e Lges
= < / . - (Lingula Segment)
e ) W Activations
Procedure 3 N Ne
RB*® (Superior Lower Lobe) = =0 7 A% N =
Activations : L "/" _ \ k :
; = > LB* O- — — lLower Lobe Bronchus
; Lower Lobe (Superior Lower Lobe) ! ( h X Activations
| i —__ Bronchus Activations .
'J Sk ‘ O—LB’ " (Anteromedlal Basal)
RB* (Anterior Basal } Q) 1 R LB A ; Activations
Activations . f | (Posterior Basalk_ ;
‘ RB’ (Medial Basal) | | [ACtaons ~ ‘\ LB® (Lateral Basal)
RB? (Lateral Basal) ity \ \ Activations
|Activations 4 ‘\\-\ N r“ﬁ—;.
RB* {Posterior Basal) \ s




» IIpdKinon Bepuotnrac oc

65°C
288 » Evépyewn 18 W
- Improvement ACQ, ) )
AR 3804 risk reduction in » Epoppoyn ya 10 sec oe ke
sev. Exacerbations 0€om. XtoyEVEL TOVS PPOYYOVG
84% risk reduction in ED visits atd TO ETITESO TV KOBOLiQ)V
Reduction in rescue medication. ®¢ owTovg pe d: 3mm

Improvement in FEV1 in steroid stable
phase. ICS and OCS reduction.

S L sEltlle A2V » Meimon g nalog Tov Asiov

uoikov vov katd 50%

Reduction in Exacerbation rate and
ACQ score : ;
= No change in BHR, FEV1 » Oy mAnpnc KaTaoTPOPT) TOVG

ity4 Improvement in BHR / PC20 AN =AY, gnnpgdca TO

. BB - Improvement in asthma symptoms TEPPPOYYIKO TVEVLLOVIKO
- Mild to severe asth ™ Stable FEV1 T[apé’yxvua

2005 2007




284 subjects enrolled from April, 2011 to Oct, 2014

PASZ F DA * Comparison of the first 190 PAS2 subjects with poorer asthma
3 F U control to the 190 BT-treated subjects in the AIR2 trial
yrS * 5 years FU completed in 2020

% o ‘ ORIGINAL ARTICLE
Eur RespirJ 2017; 50: 1700017 ASTHMA

@ Long-term outcomes of bronchial

thermoplasty in subjects with severe asthma:
a comparison of 3-year follow-up results
from two prospective multicentre studies

ossMark




PAS2

AIR2

Characteristic

N=190

N=190

Age (years)

45.87 £ 11.39 (190)

40.69 = 11.89 (190)*

Female

61.6% (117/190)

97.4% (109/190)

Body Mass Index [kg/m?]

32.50 £7.72 (190)

29.29 + 6.16 (190)*

AQLQ

Severe Asthma

417 +1.33 (190)

94.7% (180/190)

4.30 +1.17 (190)

82.1% (156/190)*

(ERS/ATS)
ICS (ug/day) 2301.04 + 807.46 (189) 1960.74 = 745.19
LABA (ug/day) 106.87 + 39.36 (189) 116.8 + 34.39 (189)*
SABA (puffs/day) 238 +1.48 (182 2.24 +1.29 (168

OCS (% and mg/day)

Omalizumab
(% and mg/day)

No mortality

18.9% (36/190

15.8% (30/190)
266.83 + 88.67 (30)

4.2% (8/190)*
9.13 + 2.66 (35) 11.88 + 1551 (8) |

1.1% (2/190)*
350.00 +35.36 (2)

(S)AEs in treatment period, treatable/predictable
No long term complications

HRCT: 3% bronchiectasies
No device related complications
Pulmonary function tests: stable FEV1

20+
154
104

2.0

1.04

0.5

Rate
events-subject-1-year-!

0.0

Rate

W PAS?
A AIR?

P

Hospitalizations

W PAS2

Uy

Prior 12 Year1 Year?2 Year 3

months

Prior 12 Year 1

Year 2 Year 3

manths

ED visits
407 W PAS?
3 A AR?
30
25+
20+
151 i
10
5 A
0 1 1 1

Ll
Prior 12 Year 1
months

Year 2 Year 3

Chupp G, et al Eur Respir ] 2017;




EmAoyn
acOsvov

Endotyping

Omalizumab

| Atopic  AntiTSLP
| Total Ige GATA3 DNAzyme

21 I1s a minimum age for BT
Sedation as per local experience

. Mepolizumab
and skills : I/ Eos>300  pypilumab
Treat patients who have responded Benra

. i = Eos>400 )
but only partially to Omalizumab Resli

BT can be performed safely in any
patient with FEV1 > 50% pred

treatment

Azithromycine Thermoplasty ?

Anti CXCR2

Y Periostin  Lebrikizumab




Take Home

message
BLVR for Pulm. Emphysema

» AcOeveic ue amd@pocn Ko VITEPOIATAON
(TLC>100% RV>175%), pe coPoapd
eupouonua (-910HU score). EAEyyetai n
OLLOLOYEVELN/ETEPOYEVELD KOl T] OLKEPOLLO-
TNTO TOV LEGOAOPBIMV.

CV (-) Valves

CV(+) Colls, Sealant, VVapor
Avtanokpion o€ 50-75% tov acbevov
Beitioon FEV1, RV, TLC

Beltioon avtoyng otnv doknon k QoL

¥V V. V. Vo

» RF Bronchial Thermoplasty for ASTHMA
» RCTs: AIR/RISA/AIR2:

KAwun BeAtioon ACQ/AQLQ

» Meioon pvOuod ntapofvveemv

» Bpoyyikn YepavtiopaosTikOTnTo Kol
FEV1 nopapévouv ctabepa

» Tnv nepiooo e eneuPaong
TOPATNPOVVTAL TTUPOEVVOELS

» Mnyovieudc opaong s BT?

» Ilowor acOeveic m@erovvTal TEPLGGOTEPO?

» = TASMA study: AMC, UMCG, Royal Brompton
» = ASTMATERM study: France



Total Lung Denervation for COP#

» Feasible and safe (ho complications in 3 yrs)

» Comparable effect to Tiotropium for FEV 1
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Tio trough 730d 1,095d
(N=15) (N=9) (N=9)

A. Valipour et al. Intern J COPD 2018:13 2163-2172




Precision Medicine

PERSPECTIVE
PRECISION MEDICINE FOR AIRWAY DISEASES

Treatable traits: toward precision

medicine of chronic airway diseases

Alvar Agusti’, El|sa beth Bel?, Mlke Thomas®, Claus Vngelmmerf‘

Guy Brusselle™®, Stephen Holgate’, Marc Humbert?, F‘aul Jones’, |
Peter G. Gibson'?, Jorgen Vestbo'', Richard B‘easley and lan D. Pavord'

Eur Respir J 2016; 47: 410-419
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