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Mejora la funcion pulmonar

W i, Disminuye las exacerbaciones
-

Mejora la calidad de vida y la disnea

nerve fibre

- Mejora la capacidad de esfuerzo

Airway smooth muscle

gl Disminuye la mortalidad ¢?

Expert Rev. Respir. Med. © Future Science Group (2012)
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COPD, a common preventable and treatable disease, is
characterized by persistent airflow limitation that is
usually progressive and associated with an enhanced
chronic inflammatory response in the airways and the
lung to noxious particles or gases.

Exacerbations and comorbidities contribute to the overall
severity in individual patients.
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RESPUESTA A PARTICULAS NOCIVAS O GASES
==

Is Exposure to Biomass Smoke
the Biggest Risk Factor for
COPD Globally?

CHEST # 138/ 1/ JULY, 2010
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Garcia-Rio et al. Respiratory Research 2010, 11:63
httpw/respiratory-research.com/content/11/1/63
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REVIEW ARTICLE

MECHANISMS OF DISEASE

Immunologic Aspects of Chronic
Obstructive Pulmonary Disease

Manuel G. Cosio, M.D., Marina Saetta, M.D., and Alvar Agusti, M.D.
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Susceptibility to Exacerbation in Chronic Obstructive Pulmonary Disease?3
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Figure 3. Median peak flow expressed as a percentage of baseline

peak flow from 14 d before, to 35 d after onset of exacerbation for 504
exacerbations in 91 patients.
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Thorax 2012;67:957-963.

ORIGINAL ARTICLE

Long-term natural history of chronic obstructive
pulmonary disease: severe exacerbations

and mortality

Samy Suissa, " Sophie Dell’Aniello,” Pierre Ernst’>
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CHRONIC OBSTRUCTIVE PULMONARY DISEASE

Severe acute exacerbations and mortality in patients
with chronic obstructive pulmonary disease

J J Soler-Cataluia, M A Martinez-Garcia, P Roman Sanchez, E Salcedo, M Navarro, -JqST
R Ochando B QLINE

Thorax 2005;60:925-931. doi: 10.1 136/ th=x.2005.040527
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COMORBILIDADES

Look for Comorbidities, but Don’t Forget Lung Function
To the Editor:

L

Therefore, although we agree that comorbidities must be sought * MIRA LA LUNA, NO EL DEDO QUE APUNTA A LA LUNA
m patients with COPD, as well as in patients with any other disease, .

we disagree on the interpretation by Fabbri and colleagues (2) that
“impaired lung function carries little weight.” We encourage pul-
monologists to keep doing pulmonary function tests, possibly not e '
[mited to FEV; but including measurements of lung volumes and R ;!' AMIRCCM 20
carbon monoxide transter coefficient for diagnosis and phenotyp- ' >
ing of COPD.

_ e 'MIRA AL PACIENTE NO SU FUNCION PULMONAR

i
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Percent Change in Age-Adjusted Death Rates,
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Recent trends in COPD prevalence in
Spain: a repeated cross-sectional survey
1997—-2007

J.B. Soriano*, J. Ancochea™, M. Miravitlles™"", F. Garcia-Rio®, E. Duran-Tauleria’ '**,
L. Munoz®#, C.A. Jiménez-Ruiz"7, J.F. Masa™*", J.L. Viejo®*5, C. Villasante®,
L. Fernandez-Fau®™, G. Sanchez// and V. Sobradillo-Pena***

IBERPOC 1997 l EPI-SCAN 2007 I

* Prevalencia global: 9,1% * Prevalencia global: 10,2%
entre 40 y 69 afios entre 40 y 80 afios

* Varones: 14,3% (12,8-15,9) * Varones: 15,1% (13,5-16,8)

* Mujeres: 3,9% (3,09-4,81) * Mujeres: 5,7% (4,7-6,7)

Sobradillo-Pefia V, et al. Chest 2000. Miravitlles M, et al. Thorax 2009.
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Recent trends in COPD prevalence in
Spain: a repeated cross-sectional survey
19972007

J.B. Soriano*, J. Ancochea™, M. Miravitlles’"", F. Garcia-Rio®, E. Duran-Tauleria’ **,
L. Muhnoz®#, C.A. Jiménez-Ruiz"7, J.F. Masa™*", J.L. Viejo*®*5, C. Villasante®,
L. Fernandez-Fau®, G. Sanchez//f and V. Sobradillo-Pena***

J.B. SORIANO ET AL.
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COPD prevalence in the population between 40 to 69 yrs of age dropped
from 9.1% (95% CI 8.1-10.2%) in 1997 to 4.5% (95% CIl 2.4—6.6%), a 50.4%
decline.
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Disability-adjusted life years (DALYs) for 291 diseases and S
injuries in 21 regions, 1990-2010: a systematic analysis for
the Global Burden of Disease Study 2010

December 1522249, 2012
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Mortality trends in chronic obstructive pulmonary disease in
Europe, 1994-2010: a joinpoint regression analysis

Jose Luis Lépez-Campos, Miquel Ruiz-Ramos, Joan B Soriano
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Medical Progress

CHRONIC OBSTRUCTIVE PULMONARY
DISEASE

B PETER J. BAHNE_S, I:_J.S(:._ _
Although there has been an explosion of research on
asthma and a revolution in asthma therapy, COPD
has been surprisingly neglected, with little research
into cellular mechanisms and few advances in thera-

pY.

have a ong course and currently available treatment 15 at
best no more than palliative,

N Engl J Med 2000
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The Natural History of Chronic Airflow
Obstruction Revisited
An Analysis of the Framingham Offspring Cohort

Robab Kohansal'?, Pablo Martinez-Camblor'3, Alvar Agusti'*>, A. Sonia Buist®, David M. Mannino?,
and Joan B. Soriano'* Am | Respir Crit Care Med Vol 180. pp 3-10, 2009
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Effect of Pharmacotherapy on Rate of Decline of Lung
Function in Chronic Obstructive Pulmonary Disease
Results from the TORCH Study
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Celli B, et al. Am J Respir Crit Care Med 2008; 178:332-338



Effect of tiotropium on outcomes in patients with

moderate chronic obstructive pulmonary disease (UPLIFT):
a prespecified subgroup analysis of a randomised

controlled trial

Marc Decramer, Bartolome Celli, Steven Kesten, Theodore Lystig, Sunil Mehra, Donald P Tashkin, forthe UPLIFT investigators™
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ORIGINAL ARTICLE

Changes in Forced Expiratory Volume
in 1 Second over Time in COPI> NEngl)Med20ll.

Patients (%6)

Media 33.2 ml/ano (DE 59)

324
. 38% >40 ml/afio
24
o 31% 20-40 ml/ ano
16+ 23% <20 ml/ ano
12+
8% aumentan >20 ml/ano
3_
4- II I Pierden mas
ol _mull | Il._l_ S -fumadores
-300 -200 -100 0 100 200 300 -exacerbadores
Change in FEV; (mlfyr) -enfisematosos

-PBD +




The IN EWVW EINGI_ATIDN IO
J O U RN AT, of MEISOICIIDNE

ESTABLISHEID IN 1212

FEEBRIJTARY 22, 20077 VoL, 3s6 o =

Salmererol and Fluricasone Propionare and Survival
inmn Chronic Obstructive Pulmonary IDisease

Death from Any Cause

18—
— — Placebo
16— Salmeterol l 1 70/
g 14— Fluticasone ; _;-*L]; 0
i —— Combination therapy -
o 12—+
a
o
£ 8-
S 6 =
- L
= 4 HR, 0.825
> o ~.631—-1.002)
P=0.052 og-rank test)
O T T T T T 1
O 24 48 72 96 120 156

Weeks



Mortality in the 4-Year Trial of Tiotropium (UPLIFT) in
Patients with Chronic Obstructive Pulmonary Disease

Bartolome Celli', Marc Decramer?, Steven Kesten?®, Dacheng Liu?, Sunil Mehra*, and Donald P. Tashkin® on behalf
of the UPLIFT Study Investigators*
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Percentage Survival

Chronic obstructive pulmonary disease

Recent improvement in long-term survival after

a COPD hospitalisation

Pere Almagro,’ M Salvadd,’ C Garcia-Vidal," M Hr:Jn:irigL.n:_zz—[jarl:nalleira,1 M1 Delgado,1
B Barreiro,” J L Heredia,? Joan B Sorianc?®
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0,54

Log rank test. p<0.01
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Days after hospital discharge

Almagro P, et al. Thorax 2010.

Table 4 Treatment at discharge, by cohort

1996—7 20034 p Value

Yo Yo
Short-acting [, agonists 97.6 78.5 0.0001
Long-acting [, agonists 1.2 779 0.0001
Ipratropium bromide a9 58.1 0.0001
Tiotropium ] 33.1 0.0001
Inhaled corticosteroids 87.4 84.9 0.3
Chronic systemic corticosteroids 2.4 2.3 0.6
Statins 1.6 16.9 0.001
ACE inhibitors 276 27.3 0.5
Angiotensin || receptor antagonists ] 1.6 0.001
[-Blockers 1.6 5.8 0.057
Antiplatelet drugs 16.5 30.2 0.004
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The Risks and Benefits of Indacaterol — The FDA’s Review

Badrul A. Chowdhury, M.D., Ph.D., Sally M. Seymour, M.D., Theresa M. Michele, M.D., Anthony G. Durmowicz, M.D.,
Dongmei Liu, Ph.D,, and CurtisJ‘ Rﬂsebraugh, M.D., M.PH. ~ ENGL | MED 365,24 MNE/M.ORG DECEMBER 15, 2011

—=— Salmeterol, 50 yg = Ind, 150 g =—t— Ind, 75 ug =—o— Ind, 37.5 pg Ind. 18.75 yg  —e— Placebo
A Asthma Dose-Ranging Trial
Day 1 (first dose) Week 2 (last dose)
3.0 3.0
2.9

2.8

2.7

FEV, iters)

2.6

2.5+

4
2.4 p

0.0 T T I T T T T 0.0 T T T T T T T
o 4 -] = 16 20 24 o 4 -3 12 16 zo 24
Hours after Dose Hours after Dose

Day 1 (first dose) Week 2 (last dose)

FEV, [ers]

o 4 3 12 16 20 24 L) 2 g 12 16 20/ 24
Hours after Dose Hours after Dose

Given the concern about LABAS’ association with serious exacerbations of
asthma and asthma-related deaths, review of the safety data for indacaterol in
patients with asthma suggested that the proposed doses might be higher than
necessary.
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Inhaled Anticholinergics and Risk of Major
Adverse Cardiovascular Events in Patients

With Chronic Obstructive Pulmonary Disease
A Systematic Review and Mi.‘lu-nnethaaia
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The Safety of Tiotropium — The FDA’s Conclusions

Theresa M. Michele, M.D., Simone Pinheiro, Sc.D., and Solomon lyasu, M.D., M.P.H.

Safety Data from Pooled Analysis of Tiotropium Trials and UPLIFT.*

29 Pooled Trials UPLIFT

Attribute (N=13,544) (N=5992)

Study duration

1-12 mo 48 mo
Patient-years (placebo group) 3065 8499
Patient-years (tiotropium group) 4571
Relative risk (95% Cl)

Stroke

1.37 (0.73-15.6)
Myocardial infarction

0.71 (0.51-0.99)
0.73 (0.56-0.95)
0.85 (0.74-0.98)

Death from cardiovascular causesT 0.97 (0.54-1.75)
Death from any cause




CORRECTIONS

Incorrect Data: In the Review entited "Inhaked Anticholinergics and Risk of Major
Adverse Cardiovascular Events In Patients With Chronic Qbstnuctive Puimonary
Disease: A Systematic Review and Meta-analysls™ publihed In the September 24,
2008, tsue af JAMA (2008;300(12]:1439-1450), Incorect data appear.

On %E 1439 Inthe abstract, the Data Syntnesks section shouid read “After 2

scregning of 103 artcles, 17 trias envolling 13 645 patients were ana-
Iyzed. Fallow-up duration ranged from & weeks o 5 years. Cardiovascular
death, MI, or stroke occurred In 134 of 6984 patients (1.9%) recefving Inhaled
anticholnergics and 83 of 6661 patients (1.2%) receiving control therapy (RR,
1.60 (9% confidence Interval {C1}, 1.22-2.10] P< 001, F=0%). Among ind-
vidual components of the primary end pont, Inaled antichalierglcs siznif-
canty Increased the risk of MI (R, 152 [96% C1, 1.04-2.22]; =13, P=0%)
and cardlovascular death (RR, 192 [95% CI, 1.23-3.00]; P=.004, F=0%)
without a stafistically sgnificant Increase In the risk of stroke (R, 1.46 [95%

(Reprinted) JAMA, March 25, 2009—Vol 301, No. 11 1227

Cl, 081-2621; P=.20, '=0%). All-cause mortality was reported In 146 of the
patients treated with Inhaled anticholinerglcs (2.1%) and 108 of the control
patients (1.6%) (RR, 1.29 [35% CI, 1.00-1.65]; P=.05, F=0%). A sensitivity
analysis restricted to 6 long-term trals (-6 months) confirmed the signficantly
Increased risk of cardlovascular death, MI, or stroke (2.9% of patients treated
with anticholinerglcs vs 1.8% of the control patients; RR, 1.73 [95% C1, 1.27-
23], P01, P=0%).

1

On page 1441 fh following text should be added at the end of column 1 after the
citation for Tabke 1 and in column 2 after the citations for Table 2 and Table 3, “(Casa-
bur et ™ and Brusasco et aP* each represent 2 composite of 2 trals and reported
frial findings that had already been published withut dearly acknowledging the
respective earlier publications by Casabur et a™ and Donofiue et a)." Also on page
1441, column 2, In the first full paragraph, the first 3 sentences should be “The
frials Included 13 645 particpants, Inwhich 6984 recelved Inhaled anticholingrgics and
6661 received control therapy. " Under the heading “Primary Cutcome,” the firstsen-
tence shouid be *Inhaled anticholinergics significanty Increased the isk of cardlovas-
cular death, M1, orstrake (1.9% v 1.2% for control R, 1.60(95% C1, 1.22-210];
P<.001) Inameta-analysisof 17 traf Involving 13 645 patients (Figure2) 4 #24263”
In the next paragraph, the first 3 sentences should be *Among Individual com-
ponents of the prmary outcome, Inhaled antichollnergics slgnificantly Increased
the risk of MI (1.2% vs 0.8% for control, RR, 152 [95% CI, 1.04-2.22], P=03)
In 2 meta-analysls of 13 trials Involving 10553 patients 42438313 |nhaled
anticholinergics also significantly Increased the risk of cardiovascular death
(0.9% vs 0:5% for contral, R, 192 (%% CI, 1.23-3.00]; P=.004) In 2 mefa-
analysts of 12 frals Involving 11283 patients * =713 Under the heading

“Secondary Qutcome, " the 2 sentences should be “Inhaled anticholimergies did not
slgnificantly Increase the risk of all-cause mortaltty (2.1% vs 1.6% for confrol; RR,
1.29195% C1, 1.00-1.65]; P=06) In a mea-analysls of 17 trals Involving 13 645
patients. 423424 There was evidence of low statistical eterogenelty among the
Included trials (P=0%) (TagLe 4).”

On page 1443!!n column 1, the first sentence In the first full paragraph should be
linergics significantly Increased the risk of cardiovascular death,

I, and stroke In a sensiivity analysis imited fo the & long-term tnals (=6 manths)
Invaiving 7222 patients (2.9% vs 1.8% for controf R, 1.73 [95% CI, 1.27-
21.38]; P« 001) (Ficure 3).42" The third sentence In this paragraph should be
“The significantly Increased risk of cardiovascular death, MI, and stroke was dem-
onstrated even when we separately analyzed inhaled tiotroplum vs control therapy
(RR, 2.09 [95% (1, 1.20-3.631; P=.009),* and Inhaled Ipratroplum vs control
therapy (R, 1.57 [95% C1, 1.08-2.28]; P=.02) In the long-term trias.” The next
sentence shouid be *Although there was no statistically significant Increase in the
risk of cardiovascular death, M, and stroke In a sensltivity analysls of the 11 short-
term trials (<26 weeks) Involving 6423 patients (0.7% for anticholinergics vs 0.6%
forcontrol, RR, 1.23 [95% CI, 0.69-2.20]; P= 48), the direction of the drug effect
wassmlar ot of e long-term triaks (Ficuge 4). 53"

Onpage 1446,  Table 3, under the heading *Long-Term (-6 mo-5),” under “Chan
etal #2007%," the value for the “All-Cause Mortallty” column in the row for “To-
froplum,” should be 15" Instead of *17.” Inh‘renextmwfor Pln{ehu thevalue
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Mortality associated with tiotropium mist inhaler in patients
with chronic obstructive pulmonary disease: systematic
review and meta-analysis of randomised controlled trials

Sonal Singh, assistant professor,’ Yoon K Loke, senior lecturer,? Paul L Enright, professor,® Curt D Furberg,

professor®
No of events/
No of participants
Sy Tohn M Wsinio Wit ki M OIS Systematic review and meta-analysis of 6522 patients with chronic obstructive

ha . M pulmonary disease tiotropium mist inhaler was associated with a 52% increased risk of all
cause mortality compared with placebo
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Tiotropium Respimat Inhaler and the Risk
of Death in COPD

Robert A Wise, M.D., Antonio Anzueto, M.D., Daniel Cotton, M.
Ronald Dahl, M.D., Theresa Devins, Dr.Ph., Bernd Disse, M.D.,
Daniel Dusser, M.D., Elizabeth Joseph, M.P.H., Sabine Kattenbeck, Ph.D.,
Michael Koenen-Bergmann, M.D., Gordon Pledger, Ph.D.,
and Pater Calverley, D-Sc., for the TIOSPIR Investigators=

ABSTRACT

BACKGROUND
Tiotropium delivered at a dose of 5 pug with the Respimat inhaler showed efficacy
similar to tharof 18 ug of dorropium delivered with the Haler inhalation device
in placebo-coneralted trials involving patients with Qbstructive pulmonary

ality, as compared with placebo, more deaths
than with placeba.

METHODS
In this randomized, double-blind,
with COPD, we evaluaved the safgy
daily dose of .5 ug or 5 ug,
daily dose of 18 pg. Primary,
Respimar ar a dose of 5
COPL exacerbation (sup
We also assessed
cardiac disease.

REsuLTS
/3 years, Respimarwas noninferior ro HandiHaler with
(Respimat ar a dose of 5 ug vs. HandiHaler: hazard
rado, 0.96; 95% con fidence interval [CI], 0.84 to 1.09; Respimat at a dose of 2.5 g
vs. HandiHaler: hazard ratio, 1.00; 955 CI, (L57 to 1.14) and nor superior ro Handi-
Haler with respect to the risk of the first exacerbation (Respimat at a dose of 5 ug
vs. HandiHaler: hazard ratio, 0.98; 95% CI, 0.93 to 1.08). Causes of death and inci-
dences of major cardiovascular adverse events were similar in the three groups.

COMCLUSIONS
Tiotropium Respimar ar a dose of S ug or 2.5 ug had a safery profile and exacerba-
tion efficacy similar to those of tiorropium HandiHaler ar a dose of 12 ug in parients
with COPL. (Funded by Eochringer Ingelheim; TIOSPIR ClinicalTrials.gov number,
NCT01126437.)

WENGL MER  MEM.ORG

Fram Jahns Hapkins University Schoal of
Medicine, Baltimare [RAW.); Unsersity
of Texas Health Science Center and
South Texas Veterans Heahth Care Sys-
tem. San Antonio (AAJ and pricate
practice, Hamihan {G.P) — both in Tex.
2z Bachringer Ingelheim Pharmaceuti
cals, Ridgefield. €T (D.C. T.OL EL)
Odense University Hespital Odense,
Denmark (RDJ; Gachringer Ingelheim
Ingelheim, Germary [8.D. B
Service de Preumologie H
Assistance Publique—Hapitaw de Paris,
Universith Pariz Descartes, Sarborne
Faris Cité, Faris (D.0); and Institute of
Ageing and Chronic Disease. University
af Liverpocl, Liverpacl, United Kingdem
(FC). Address reprint requests to Dr.
Wize at Johns Hopkins University Schocl
af Medicine. 5501 Hopkins Bayview Cir-
e, Baltimess, 1D 21224, or 2t reise@®
Jhmisdu

Timeestigators in the Tictropiurm Safety
and Perfarmance in Respimat (TIOSPIR)
study are listed in the Supplementary
Appendic, awailable 3t NEJM.arg.
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2013, at NEJM.org,
N Engl Med 2013.
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Ninguna diferencia entre grupos de tratamiento en el tiempo
hasta la muerte por cualquier causa (analisis durante el

tratamleo'rgzt_o) (1
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NUmero bajo riesgo: Dias desde el inicio del tratamiento
Tiotropio Respimat® 2,5 ug 5730 5564 5387 5290 5179 5083 5015 4903 4822 4728 4671 4602 4423 4155 3183 1431 385
Tiotropio Respimat® 5 g 5711 5539 5333 5253 5138 5044 4978 4904 4809 4728 4662 4603 4427 4156 3171 1397 364

Tiotropio HandiHaler® 18 ug 5694 5534 5351 5242 5146 5058 4998 4897 4811 4729 4659 4605 4398 4130 3141 1387 373



CORTICOIDES INHALADOS Y NEUMONIA

Inhaled steroids and risk of pneumonia for chronic obstructive
pulmonary disease (Review)

&)

THE COCHRANE
COLLABORATION"®

This is a reprint of a Cochrane review, prepared and maintained by The Cochrane Collaboration and published in The Cochrane Library

2014, Issue 3

htep://www.thecochranelibrary.com

Budesonide and fluticasone, delivered alone or in combination with a LABA, are associated with increased risk of serious adverse

pneumonia events, but neither significantly affected mortality compared with controls. The safety concerns highlighted in this review
should be balanced with recent cohort data and established randomised evidence ofefﬁcacy regarding exacerbations and qualiry of life.

Comparison of the two drugs revealed no statistically significant difference in serious pneumonias, mortality or serious adverse events.



Influence of Previous Use of Inhaled Corticoids
on the Development of Pleural Effusion
in Community-acquired Pneumonia

Am ] Respir Crit Care Med Vol 187, Iss. 11, pp 1241-1248, Jun 1, 2013
Jacobo Sellares.2, Alejandra Lopez-Giraldo'!, Carmen Lucena'’?, Catia Cilloniz'2, Rosanel Amaro'2, Eva Polverino'-2,
Miquel Ferrer'-2, Rosario Menéndez?3, Josep Mensa“*, and Antoni Torres'?2
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Causas de mortalidad en |la EPOC

Arch Bronconeumol. 2009;45(Supl 4):8-13

ARCHIVOS DE BRONCONEUMOLOGIA

DOYMA www.archbronconeumaol.org

Causas de mortalidad en la EPOC

loan B. Soriano Ortiz *b*. Pere Almagro© v laume Sauleda Roigbd
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Patients (%)

Epidemiology of multimorbidity and implications for health
care, research, and medical education: a cross-sectional study

Karen Barnett, Stewart W Mercer, Michael Norbury, Graham Watt, SallyWyke, Bruce Guthrie www.thelancet.com Vol 380 July 7, 2012
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Supplementary figure S1: Number of conditions experienced by patients with common. important diseases

Heartfalre 31778 1
stroke/TIA | 6 14 18
Atrialfbrilation | 7 13 16
Coronary heart disease |~ 9 16 19 s |
painful condition | 13 21 2
Diabetes 14 20 19
COPD 18 19 17
Hypertension 2 2 19
Cancer 23 P} 17 |
Epilepsy 31 23 16
Asthma 48 20 12
Dementia | 5 13 18
Anxiety | 7 17 20 e . A —|
schizophrenia/bipolar ] 13 21 21
Depression 23 22 18

0% 20% 40% 60% 80% 100%

Percentage of patients with each condition who have other conditions

This condition only This condition + 1 other +2 others B+ 3 or more others



Clusters of Comorbidities Based on Validated Objective
Measurements and Systemic Inflammation in Patients
with Chronic Obstructive Pulmonary Disease

Lowie E. G. W. Vanfleteren'2, Martijn A. Spruit', Miriam Groenen', Swetlana Gaffron?,

Vanessa P. M. van Empel'4, Piet L. B. Bruijnzeel®, Erica P. A. Rutten', Jos Op 't Roodt?,
Fmial F M Waitercl.2 and Erite M F Franccenl2
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Am ] Respir Crit Care Med Vol 187, Iss. 7, pp 728-735, Apr 1, 2013




|dentification and prospective validation of clinically
relevant chronic obstructive pulmonary disease
(COPD) SUbtypeS Thorax 2011;66:430—437.

RESPIRATORIO
e SISTEMICO

COPD Admission Cardiovascular Admission
p<0.0001 p=0.0178
1.00 -

follow-up (years)




OPEN @ ACCESS Freely available online @ PLOS | ONE

Two Distinct Chronic Obstructive Pulmonary Disease
(COPD) Phenotypes Are Associated with High Risk of

Mortahty December 2012

Pierre-Régis Burgel“‘, Jean-Louis Paillasseur?, Bernard Peene®, Daniel Dusser', Nicolas Roche”
Johan Coolen®, Thierry Troosters®, Marc Decramer®, Wim Janssens?®

1 Service de Pneumologie, Hopital Cochin, AP-HP and Université Paris Descartes, Sorbonne Paris Cité, Paris, France, 2 Clindatafirst, Clamart, France, 3 Respiratory Division,
University Hospital Gasthuisberg, K.U. Leuven, Leuven, Belgium, 4 Service de Pneumologie, Hopital de I'Hotel Dieu, AP-HP and Universite Paris Descartes, Sorbonne Paris
Cité, Paris, France, 5 Radiology, University Hospital Gasthuisberg, K.U. Leuven, Leuven, Belgium
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Table 3. Cox model analysis of mortality between phenotypes.

Unadjusted Adjusted for age
Hazard Ratio [95% CI] P walue Hazard Ratio [95% CI] P wvalue
Phenotype 2 vs. 3 1.4 [0.8;2.7] 0.23 3.3 [1.5; 7.2] 0.002
Phenotype 2 vs. T 42.4 [5.6; 320.1] 0.0003 47.5 [6.3; 358.6] 0.0002

Phemnotype 3 vs. T z28.9 [3.9;213.3] o001 143 [1.9; 11X:3] 0.01
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Diabetes

Obesidad y sdme. Metabdlico
Dislipemia

Cardiopatia isquémica
Insuficiencia cardiaca
Fibrilacion auricular
Enfermedad arterial periférica
Ictus

Insuficiencia renal cronica
Anemia

Ansiedad y depresion
Deterioro cognitivo

Cancer de pulmon
Osteoporosis

Desnutricion

Reflujo gastroesofagico

Enfermedad tromboembodlica..........
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[Zi% ;E] CH EST Original Research

Comorbidities and Short-term Prognosis
in Patients Hospitalized for Acute
Exacerbation of COPD

The EPOC en Servicios de Medicina Interna (ESMI) Study

Incluidas en el indice de Charlson

Cardiopatia isquémica 126 20.8
Insuficiencia cardiaca 199 (ﬁ/@
Enfermedad vascular periférica 102 16.8
Enfermedad cerebrovascular 71 11.7
Enfermedad hepatica (leve) 35 5.8
DM sin lesion de organo diana 172 284
Insuficiencia renal cronica (creatinina <3) 94 / 15.5
Insuficiencia renal crénica (creatinina >3) 4 \ 0.7
DM con lesion de 6rgano diana 45 7.4
Tumor solido 73 12
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Comorbidities and Short-term Prognosis
in Patients Hospitalized for Acute
Exacerbation of COPD

The EPOC en Servicios de Medicina Interna (ESMI) Study

No incluidas en el indice de Charlson N %
Infarto de miocardio 70 A6
HTA 384 \_63.4 )
Osteoporosis 96

Depresion 91 15
Ansiedad 111 18.3
Dislipidemia 205 33.8
SAHOS 74 12.2
Fibrilaciéon auricular 128 21.1
Anemia ferropénica 54 8.9
Otras anemias 63 10.4
Obesidad abdominal 178 29.4
Enfermedad tromboembdlica 26 4.3
Cancer de pulmén 12 2
Cancer gastrointestinal 9 1.5
Otras neoplasias 44




MORTALIDAD 3

MESES

Wariables F Value HR Q59 CI
MAre = DT 1.065 1L.2-1.1
Hospitalization for COPD in == 001 1.4 1.2-1.7
Previons year
Hospitalization for other causes I .05 1.3 1.15-1.57
in previous vear
Dvspnea = OO L 2 .36 1.57-3.55
Chronic oxygen therapy == D03 3.4 1.5-7.5
Charlson index = D0 1 1.35 1.18-1.57
Clobal comorbidity scale = O3 1.32 1.15-1.5=2
Katz index =Z OO0 1 0.7 0.55-0.85
FEWV, stratified (O1L.1D g | 1.75 1.02-3.11
schemic heart disease == .01 1.29 1.04-1.61
eart failure = .01 2.31 1.05-5.1
eripheral vascular disease << 002 3.83 1.71-8.57
cerebrovascular disease = MG 344 1.49-7.99
cmentia == 001 S5.17 1.76-15.25
hronic kidney disease == 005 3.91 1.75-8.73
emiplegia = .0001 32.2 10.2-101
epression =7 (D12 3.24 1.24-7.36
trial fibrillation = (1 2.5 1.258-6.15
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Short- and Medium-term Prognosis
in Patients Hospitalized for COPD
Exacerbation

The CODEX Index

Pedro Almagro, MD): Joan B. Soriano, MD; Francisco . Cabrera. MD: Ramon Boixeda, MD:
M. Belen Alonso-Ovrtiz, MD; Bienvenido Barreiro. MD; Jesus Diez-Manglano, MD;
Cristina Murio, MD: Josep L. Heredia, MD: and the Working Group on COPD. Spanish
Society of Internal Medicine™

Table 1—Variables and Thresholds to Estimate the
CODEX Index

Scoring
I 1
CODEX Domain Variahles ] 1 2 3
C Comorbidity  Charlson index» 04 57 =8 ..
8] Ohbstruction FEV, % =/ 50-64 3649 =735
D Dyspnea mMREC scale  0-1 2 a 4
EX Exacerhation Exacerbation® 0 1-2 =3
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The CODEX Index

A Collection or Digest of Laws:
A Code

"The CODEX index is based on comorbidity, age.
obstruction, dyspnea, and previous severe exac erba—
tions. Its main novelty is the inclusion of the Charlson
comorbidity score coupled with one extra point per
decade of life. This must be correct as anv predic-

tion of mortality disregarding age and comorbidity is

probably doomec to tailure.




TRANSATLANTIC AIRWAY CONFERENCE

Phenotypes and Disease Characterization in Chronic Obstructive
Pulmonary Disease

Toward the Extinction of Phenotypes? ANar Ag USti

COP

Skeletal Muscle Skeletal Muscle

Ann Am Thorac Soc Vol 10, Supplement, pp S125-S130, Dec 2013
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—-Las redscriones peribdicos  década o, quizd, menos”,

del futuro serin salsz de compuiadoras “El —explicd —

sin - miquinas de . E sisiems  su poticla en una computadors y, tra
da fotocomposicidn es el primer paso apretar un botén, estard Impresa en ¢
:—m nueva tecnologla periodistica: periddico, Lag agencias de po
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FPalliative Medicine 2007; 21: 95-99

Patterns of Functional Decline at
the End of Life.
Lunney JR. JAMA 2003

Dying trajectories in heart failure

Sudden Death Terminal lliness 100.00 -

VY
A
A
NN
A
N
hY
N,
b

AY
\

.

.

@

—

[=]

o

w

=

[=]

=
8 60.00

Death Death E

» » %

Time Time _2
v 4000 —

]

T

Organ Failure Frailty

o

Q
O 2000 4

x

> ~
™ 0.00 H
S Death
Death s
- ¥ .
Figure 1
Time Time

15 12 9 6
months prior to death

Trajectories showing KCCQ physical limitation
scores of 27 patients for 24 months prior to death




Preparing for Precision Medicine
Reza Mirezami, M.R.C.S., Jeremy Nicholson, Ph.D., and Ara Darzi, M.D.

N ENGL ) MED 366;6

OPEN a ACCESS Freely available online

NEJM.ORG

FEERUARY g, 2012

GPLOS s

Review

Towards Structural Systems Pharmacology to Study
Complex Diseases and Personalized Medicine

Lei Xie', Xiaoxia Ge', Hepan Tan', Li Xie®, Yinliang Zhang®, Thomas Hart*, Xiaowei Yang®,

Philip E. Bourne®

Revision

Medicina P4:; el futuro a la vuelta de [a esquina

Patricia Sobradillo®®“*  Francisco Pozo®®y Alvar Agusti*»¢

CrossMark
cidkfor ipdates

AN EXAMINED LIFE

A nine-month study will collect data at daily and three-month
intervals, and allow personalized interventions — such as

BRAIN

+What's measured:
Sleep patterns

+ Frequency: Daily

+ Method: Wrist sensor

HEART

# Pulse, physical-activity level
+ Daily

+Wrist sensor

COLON

+ Microbiome ecology
® Every three months
# Stool sample

changes in diet — as the study proceeds.

LIVER, LUNGS, BRAIN & HEART

+ 100 proteins to track
organ health

+ Every three months

¢ Blood sample

LYMPHATIC SYSTEM

+ Immune-cell activity
@ Every three months
+ Blood sample

INSULIN SENSITIVITY
+ Blood glucose

# Every three months

+ Blood sample

CHROMOSOMES

+ Whole-genome sequence
# At enrolment

+ Blood sample
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COPD

Distribution and Prognostic Validity of
the New Global Initiative for Chronic
Obstructive Lung Disease Grading
Classification

CLASIFICACION

Estadio Criterio™

l: Leve

FEV,/FVC<0.70, FEV, 280% tedrico

Il: Moderada

Riesgo

FEV,/FVC<0.70, 50% <FEV, <80% tedrico

lll: Grave

IV: Muy grave

FEV,/FVC <0.70, 30% <FEV, <50% teérico

FEV, <30% tedrico o

(grados GOLD de limitacion al flujo aéreo)

mMRC 0-1 mMRC > 2

CAT <10 CAT=10

(GOLO) 2013 Available fram: hitpfwww. goldeopd.org. * Post-broncodilatador Impacto

(sintomas)

(sauoipegliaoexa [gnue eiouanoaly)

obsaly

25



Artsou et al. BMC Medicine 2011, 9:7
http/vwww . biomedcentral.com/1741-7015/9/7
BMC Medicine

RESEARCH ARTICLE Open Access

Variability of the chronic obstructive pulmonary
disease key epidemiological data in Europe:
svstematic review

L undefined E mild M moderate M moderately severe B severc B very severe

__ 100%
é;n 90%
£ 80%
S 70%
= 60%
B 50%
% 40%
= 30%%6
—— 20%
= 10%
0%

ERS ATS SPLF BTS GOLD GOLD

1995 1995 1996 1997 2001 2003

ESTAN ESCOGIDOS POR SU SIMPLICIDAD, NO HAN SIDO VALIDADOS. 2006

HISTORICAMENTE SE HAN UTILIZADO DIFERENTES PUNTOS DE CORTE.
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(Hazard Flatio)_1

OPEM a ACCESS Freely availabile onfline @. PLOS | S E

Finding the Best Thresholds of FEV, and Dyspnea to
Predict 5-Year Survival in COPD Patients: The COCOMICS
Study

Pere Almagro'*, Pablo Martinez-Camblor®, Joan B. Soriano®, Jose M. Marin®, Inmaculada Alfageme®~,
Ciro Casanowva®, Cristobal Esteban”, Juan J. Soler-Cataluna®, Juan P. de-Torres?, Bartolome R. Celli™?,
Marc Miravitliles™™

%3§ 70-100 | 56-69

r /\ Supervivencia a 5 anos:
= A \ 0,89 (0,86-0,92)

- 0,46 (0,42-0,51)

LR RN LR RN LRI RRARERLRL R
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%FEV,

H.R: 6; 95% C.l.: 4.5-6,9




CHEST Original Research

COPD
Distribution and Prognostic Validity of
the New Global Initiative for Chronic
Obstructive Lung Disease Grading
Classification
Joan B. Soriano, MID): Inmaculada Alfagerme, MID: Pere Almagro, MID: Ciro Casanova, MITD;
Cristobal Esteban, MID;: Juan J. Soler—Cataluviia, MID2; fuan P de Torres, MID;
Pablo Martine=—Cambilor. PhDD: Marc Miravitlles, MID»: Bartolome R. Celli, MDD, FCOCP:
arnd Jose M. Marin, MI>
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Cox model adjusted by cohort (differences between stages B and C disappears).
HR (95% Cl)

FEV1% NUEVA COPD new GOLDB 1.70 (1.38-2.10)

COPD new GOLDC  1.69 (1.39-2.08)

COPD new GOLDD 2,79 (2.35-3.32)
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FAQs about the GOLD 2011 assessment
proposal of COPD: a comparative analysis
of four different cohorts

Copenhagen Cocomics
a) b) 1.0
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c]l 1.00
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(grados GOLD de limitadién al flujo aéreo)

mMRC 0-1 mMRC > 2
CAT < 10 CAT 210

Impacto
(sintomas) 0.80 —
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COPDGene Study

® Colhort: Over 10,000 individuals with C
dewloping COPD

# Objective: to analyze genetic vaTations
primary genes that determine w hy son
SUSC t-ptlble to developing COPD than Others.

identity the
by L
individuals are more

* ldt‘ntifvina genetic factorz that contribute to thiz dizeasze will

]1{']1} ns 1111(]91 stand the hm]nglcal mechanizmez involved.
which will ultimately lead to better treatments and improved

outcomes for patients.

e NEW ENGLAN D
JOURNAL of MEDICINE

P COPDGene

CDP.D Genetic E[}demrulagr

ESTARLISHED IN 1812 VOL, 364 NO. 10

MARCH 10, 2011

Lung Volumes and Emphysema in Smokers with Interstitial
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. Personal View

(M) Towards an ecology of the lung: new conceptual models
of pulmonary microbiology and pneumonia pathogenesis
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Microbial source

Aminoglycosides

Artreonam

Bacitracin

Carbapenems

Cephalosporins
Chloramphenicol

Colistin, polymyxin B
Echinocandins

Glycopeptides (eqg, vancomycin)
hermectin

Lincosamides (eg. clindamycin)
Lipopeptides (eq, daptomycin)
Macrolides

Metronidazole

Mupirocin

Oxazolidonones (eq, linezolid)
Penicillins

Polyenes (eq, amphotericin)
Rifampicin

Tetracyclines

Streptomyces spp (bacteria)
Chromobacterivm violacevm (bacteria)
Bacillus subtilis (bacteria)
Streptomyces spp (bacteria)
Acremonium spp (fungi)
Streptomyces spp (bacteria)

Bacillus polymyexca (bacteria)
Papularia sphaerosperma (fungi)
Amycolatopsis orientalis (bacteria)
Streptomyces spp (bacteria)
Streptomyces spp (bacteria)
Streptomyces spp (bacteria)
Streptomyces spp (bacteria)
Streptomyces spp (bacteria)
Pseudomonas fluorescens (bacteria)
Streptomyces spp (bacteria)
Penicillivm spp (fungi)

Streptomyces spp (bacteria)
Amycolatopsis rifamycinica (bacteria)
Streptomyces spp (bacteria)

Table 1: Antimicrobials of microbial origin




CASE BASED DISCUSSIOMNS
éﬂ‘g COPD, end of life and Ceiling of Treatment

D Robin Taylor Tavlor DR. Thorax 2014:69:497—499.

La posibilidad de que un paciente este al final de la vida,
no entra en las mentes de aquellos para los

gue la mortalidad hospitalaria es la medida para valorar
la calidad de la asistencia.

A menos que seamos capaces de diferenciar las muertes
potencialmente prevenibles de las inevitables, los

datos de mortalidad seran malinterpretados, generando
sentimientos de culpa y tratamientos futiles.



The Hospital-Dependent Patient
David B. Reuben, M.D., and Mary E. Tinetti, M.D.

N ENGL ) MED 370;8 NEJM.ORG FEBRUARY 20, 2014

El paciente hospital-dependiente en cierta forma es
una consecuencia de los avances de la medicina.
Antes, estos pacientes fallecian antes, mientras
gue con los métodos actuales sobreviven a

' multiples exacerbaciones graves.




Post-Hospital Syndrome — An Acquired, Transient Condition 9

of Generalized Risk Penalizing Hospitals for Chronic Obstructive Pulmonary
Disease Readmissions
Harlan M. Krumholz, M.D.

Laura C. Feemster' and David H. Au'?

"Heatth Semvices Rasearch and Development, VA Puget Sound Health Czre System, Seattle, Washington; and “Division of Pumonary
and Critical Care Medicine, Universty of Washington, Seattle, Washington
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20+ potential to worsen health disparities
10 Limitations in risk-adjustment techniques
0 — : Lack of evidence on how to best prevent
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Chronic Obstructive Pulmonary Disease Is Just One
Component of the Complex Multimorbidities

in Patients with COPD

El manejo de los pacientes con varias enfermedades cronicas es
la tarea mas importante para la comunidad médica, abandonando

el concepto de enfermedad Unica.

Neumologos, internistas en general y los estudiantes de
medicina deben ser entrenados en el manejo de las
enfermedades cronicas.

Los pacientes con EPOC y otras enfermedades cronicas
deben ser revisados por un clinico experto para coordinar

un cuidado complejo.

Clini EM, Beghe B, LM Fabbry AMJRCCM2013
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