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YNOOETIKH EPQTHZzH

- T1 8a BeAaTte va TTaBeTe NMAPO=YN2H
XAl n' epppayua Tou yuokapdiou????
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The NEW ENGLAND JOURNAL of MEDICINE

EDITORIALS

Preventing Exacerbations of COPD — Advice from Hippocrates
Nikolaos M. Siafakas, M.D., Ph.D.

Severe acute exacerbations of chronic obstructive
pulmonary disease (COPD) are devastating, life-
threatening events; the 30-day mortality is greater
than that with acute myocardial infarction (26%
vs. 7.8%).2? Acute exacerbations of COPD dramat-
ically change the course of the disease, since
they are associated with a rapid decline in lung
function and worsening quality of life.> They also
represent a substantial economic burden to soci-
ety.> Prevention of exacerbations remains a pri-
mary goal of management? but is difficult be-
cause the cause of acute exacerbations of COPD
remains largely unknown.*

Recent studies have shown that, when used

proximately 5% in the patients receiving azithro-
mycin. More important, there was an increased
prevalence of macrolide-resistant bacteria colo-
nizing the airway, although this was not associ-
ated with an increased incidence of pneumonia,
a finding that is in agreement with previous re-
ports involving fewer patients.”®

However, the risk of microbial resistance as-
sociated with the long-term use of azithromycin
in patients with COPD must be considered as
part of the risk-benefit ratio of this treatment.
Although the effect on microbial resistance in
the community is still unknown, the study by
Albert et al. showed that among patients who




COPD

v/ “COPD is a preventable and treatable disease state
characterised by airflow limitation that is not fully
reversible. The airflow limitation is usually
progressive and is associated with an abnormal
inflammatory response of the lungs to noxious
particles or gases, primarily caused by cigarette
smoking. It also produces significant systemic
consequences.”

v 5' |leading cause of death

v Pathogenesis remains unclear
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45 MILLIONS |

2 millien,
gevere disease®

21.7 milllon suffer e
fram COPD

450 MILLIONS A

: -
SUBCLINICAL
COFD

T 4.3 million treated

10 milllen diagnosed

® 80 MILLIONS

“Repeated exacerbations and hospitalizations.
Mannino et al. MMWER Surveilf Summ. 2002;51:1-16.
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10,60%

10,00% -
8,40%
8,00% -

6,00% -

4,00% -

COPD prevalence in Greece

2,00% -

0,00% |

Tzanakis et al. Chest. 2004
Maniadakis et al. 2015, 24t Hellenic Thoracic Society Congress
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Risk Factors for COPD

Genes Lung growth and development
Exposure to particles Oxidative stress
e Tobacco smoke Gender

e Occupational dusts, organic  Age
and inorganic

e Indoor air pollution from SRR e EETE
heating and cooking with

biomass in poorly ventilated ~Nutrition
dwellings Comorbidities

Respiratory infections

e Qutdoor air pollution



Inflammatory Cells Involved in COPD é; ;
Cigarette smoke

(and other irritants)

Epithelial

pio Alveolar macrophage

Chemotactic factors\

. AN

Fibroblast |ymphocyte

Neutrophil Monocyte

\ PROTEASES Neutrophil elastase

Cathepsins

\ / \ MMPs
\
v <

Fibrosis Alveolar wall destruction Mucus hypersecretion

Obstructive (Emphysema)
ronchiolitis)

Source: Peter J. Barnes, MD




COPD

PHENOTYPES
r \ i
/ \
CENES ENVIROI\!MENT
e s e Smoking
nheritable Air Pollution
Biomass fuel

A = al-antitrypsin
B = Smoking

C= Nutrition



THE PROPOSED MODEL FOR TI—lE INITIATION OF COPD

¢
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¥

Oxidative stress

Oxidative DNA damage of LEBCs

Inactivation of DNA mismatch repair

Somatic mutations of LEBCs

Aberrant host immune response towards “damaged” LEBCs

4

Cell death cascades

Tzortzaki & Siafakas ERJ 2009



ACQUIRED SOMATIC MUTATIONS OF LUNG EPITHELIAL BARRIER CELLS IN COPD

4. Clonal expansion of CD&+

Lymphoid organ 3. DCs migration to
/ lymphoid organs

\ 1. Somatic mutated LEBCs /
5. CD8+ attack “"damaged” LEBCs %% 2. DCs activation
Olo o |0

6. Cell death activation Cell death

7. Failed apoptotic cell removal
Aberrant remodelling

4

Tzortzaki & Siafakas ERJ 2009



EXPOSURE TO RISK
SYMPTOMS FACTORS

cotie)n

SPIROMETRY




COPD Phenotypes

- Chronic Bronchitis (Blue bloater)
- Emphysema (Pink puffer)

- Al-antitrypsin deficiency

- Frequent exacerbators

~Patients with or without systemic involvement
- COPD with or without comorbidities
~Significant hyperinflation

- Fast decliner (FEV1)

- ACOS

- Current smoker



Phenotype:
COPD with Systemic Involvement

« hypoxemia =» poor prognosis, but correction associated with

Improved survival
« BMI <0.21 = independent predictor of death

o peripheral muscle dysfunction =» poor exercise capacity,

Independent predictor of survival
« anemia in 10-20% of patients =» correlation with mortality

« overflow of inflammatory cytokines and activated cells in
peripheral circulation?



Skeletal muscle

Lung cancer

Peripheral lung
inflammation

Acute phase proteins
CRP

Systemic

weakness
Cachexia

Ischemic
heart
disease

Cardiac
failure

inflammation
IL-6, IL-1B, TNF-a

Serum amyloid A
Surfacant protein D

Diabetes
metabolic
syndrome

Normocytic

Osteoperosis ’
anemia

Depression
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COPD and Co-Morbidities

COPD patients are at increased risk for:
. Myocardial infarction, angina
 Osteoporosis
. Respiratory infection
« Depression
. Diabetes

. Lung cancer



COPD and Co-Morbidities

COPD has significant extrapulmonary

(systemic) effects including:
« Weight loss
. Nutritional abnormalities

. Skeletal muscle dysfunction



XAIl Kk ZYN-NOZHPOTHTEZX(1)

1 Kolvn yeveTikn TTpodiaBeon (genetic
suceptibility)

K KOIVOI TTaPOYOVTEC KIVOUVOU(KATTVIOUQ)
1 TrX. Kapkivog TTveupova

I oTnoayxn,



XAIl K ZYN-NO2HPOTHTEZ(2)

o H yevikeupevn pAeypovn Tnc XAIT
1 (spill over) odnyel oTn cuvoonEOTNTA
0 Y. MeTaBoAIKEC DIATAPAXEC



XAIl K ZYN-NO2HPOTHTEZ(3)

1 H Bepatreia n’ yn Bepatreia tng XArl
TTPOKAAEI N ETTIBAPUVEI TN OUVVOONPOTNTA

1 TrX. Peros steroids= ooteotropwon
1 akivnola (deconditioning)=kaTtaBAiyn



XAIl Kk ZYN-NOZHPOTHTEZX(4)

o TYXAIA ZYNYTIAP=H
0 (onNUavTIKO poAo TTailel N NAIKIO)



AVINUEVOS EMTOAUGHOC TNS VTEPTUGNS & TGS
KUpowryyelakiS voosov ot XAIll

I Iypcﬂip:d:mu
Hypertension
i A. Fibrillati
>
Breast C““‘O Esophageal
Pancreatic  Cancer

L
Disbetes w/  C30eeT %) e

Neuropathy /
6 Ci n‘hons . Sut =
\ Duodenal Abuse

Uka /
”‘




Ze IO UETHUCTIKI VA KOO oY
EMIKEVIPWENKE GE AGOEVEIG WEXATNR
EMIMTOON TNG KATAENWR G RUNEIVOTEVAGTIO
SYAEUG A6y KATTOUN Y XOUG QoS 0IGE
15%, are))¢ietuioy Sieejuyiceieiitefin] el
MEYOAUTEPONQTTONTANTTOBOOTCENIKOUTNONG
06 OANEG ORPUPEG COPEVEIEG BTG
KAPKIVOG, AlDS; KOPOIOKES TTABHGEIG KA
VEDPIKIIVOG6;

e EGTEPIKOUG GO EEVEIG EXANINIEAETEG
OEINVOUVATOOEOTUKATEENWRGTTOU
KUNGIVOVIGIGTTON.7/0 600G 6056 SKATTUYNOUG
TOU KUICIVOVIGIIGTION 26 MG S070m 1
EMIKPEOTHON TG VEVIKEUMEVH GIOYXBOUG
letrofojerisie iU tieiVzre() earre) 10 Eee GG
EKSO“ NG OIATAPENAG TTAVIKOUIGTIONGT/MEMG
7%

I O N OGO IROT BN WIEAVAIRGUNV OO G ET OO UV OGH PO IUG

otn XAl

(Arnsdaty 2ne deoression are mejor comoroiclities in COPD)

COPD 37-71 51-75
3-77 13-79
AIDS 10-82 8-34

Heart 9-36 49
Disease

Renal 5-60 39-70
Disease




Management COPD Exacerbations

Key Points

An exacerbation of COPD is defined as:

“An event in the natural course of the
disease characterized by a change in the
patient’s baseline dyspnea, cough, and/or
sputum that is beyond normal day-to-day
variations, is acute in onset, and may
warrant a change in regular medication in
a patient with underlying COPD.”



Association of Disease Severity with the Frequency and Severity of Exacerbations during the First
Year of Follow-up in Patients with Chronic Obstructive Pulmonary Disease.

B Hospitalized for exacerbation [ Frequent exacerbations
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GOLD 4

GOLD 2
(N=293)

(N=945)

Hurst JR et al. N Engl J Med 2010;363:1128-1138.




Kaplan-Meier survival curves by frequency of exacerbations in patients with COPD: group
A, patients with no acute exacerbations of COPD; group B, patients with 1-2 acute
exacerbations of COPD requiring hospital management; group C, patients with >3 acute
exacerbations of COPD.
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Management COPD Exacerbations

Key Points

" The most common causes of an exacerbation
are infection of the tracheobronchial tree and
air pollution, but the cause of about one-third of
severe exacerbations cannot be identified
(Evidence B).

= Patients experiencing COPD exacerbations with
clinical signs of airway infection (e.g., increased
sputum purulence) may benefit from antibiotic
treatment (Evidence B).



www.COPDguidelines.ca

Management et Oxygen
of COPD rihaled coricoatercids
.t Pulmonary rehabadsaton

Long-acting bronchodiators

Shcc‘.-achnb bronchodiators

Seff-management education [ Smoking cassation

{FEV,

t Rx AECOPD
Early Diagnos's = End of life care

(apircemmiry) * Follow-up
prevention %;’
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Patient classification’
4

c >
2 ] .
] 0

mMRC 0-1 mMR( 22
CAT* <10 CAT* =10

SYMPTOMS
(MMRC or CAT" score)

-
-

O

-

24
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won
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Exacerbat

GOLD Classification
of Airflow Limitation

Spirometric | Exacerbations | mMR(
classification | peryear

GROUP A: low risk, less symptoms GOLD ¥-2 ’ <)
GROUP B: low risk, more symptoms GOLD -2 |
GROUP C: high risk, less symptoms GOLD 3-4

GROUP D: high risk, more symptoms | GOLD 3-4




Manage Stable COPD:
PharmacologicTherapy

SAMA prn
or
SABA prn

LAMA
or
LABA

ICS +LABA
or
LAMA

ICS + LABA
or
LAMA

LAMA
or
LABA
or
SABA and SAMA

LAMA and LABA

LAMA and LABA

ICS andLAMA or
ICS + LABA and LAMA or
|ICS+LABA and PDE4-inh.or
LAMA and LABA or
LAMA and PDE4-inh.

Theophylline

SABA and/or SAMA
Theophylline

PDE4-inh.
SABA and/or SAMA
Theophylline

Carbocysteine
SABA and/or SAMA
Theophylline
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COPD Phenotypes

- Chronic Bronchitis (Blue bloater)

- Emphysema (Pink puffer)

- Al-antitrypsin deficiency

- Frequent exacerbators

~Patients with or without systemic involvement
- COPD with or without comorbidities
~Significant hyperinflation

. Fast decliner (FEV1)

- ACOS

- Current smoker



WITIA7y,,
N (7
N/ &

oy
Q
2
2
(‘;

S0 BASIKOI ZYNAIAZMOI
®GAINOTYMOQN THE XA

OMAAA A= XPONIA BPOT XITIAA,
OAETMONQAHZ
2YXNEZ NMAPO=YNZEIZ

2Y2THMATIKEZ EKAHAQAEIZ/ ZYN NOZHPOTHTEZ

OMAAA B= EMOY2ZHMA,

TAXEIA MEIQZH FEV1

2HMANTIKH YTNEPAIATAzH
+/- MAPOZYNXEIZ



T OEPATEIA BAZH TON

QAINOTYTIQN

OMAAA A= LAMA, LABA ,
PDF4 INHIBITORS

OMAAAB =



Management of Stable COPD
Other Pharmacologic Treatments

= Antibiotics: Only used to treat infectious
exacerbations of COPD

= Antioxidant agents: No effect of n-
acetylcysteine on frequency of
exacerbations, except in patients not treated
with inhaled glucocorticosteroids

® Mucolytic agents, Antitussives, Vasodilators:
Not recommended in stable COPD



KEY POINTS

Translating COPD Guidelines into Primary Care

© Spirometric confirmation is a key
component of the diagnosis of COPD and
primary care practitioners should have

access to high quality s

Dirometry.

1 2MNIPOPEPTNON AnapaiTr

TN yia Tn O1ayvwon

- Oa npenel va enavaiaupaverat
TOUAQXIOTOV [Ia (popa TO XPOVO



cE APPQITOYZ

ME YMNEPTAZH,AIABHTH,ETHOAIXH
OXTEOMOPQIH,KATAGAIVH,

ANQ TQN 40 ETQN KATINIcTEC

MPEMEI NA YMNOWIACTOYME TH XAMN K
NA TOYc

cTEINOYME TIA cMIPOMETPHcH



H XAIT AEN EINAITIOTE
MONH



2YMINEPAXZMATA

1 H XAIT gival yia mtoAU ouxvn XPONIA vooocg
UE HEYAAN BvNTOTNTA K HEYAAO OIKOVOUIKO
KOOTOC

1 Mtropei va TTpoAngBei K va BepatreuTei
1 Napouaoiddlel ocnUAVTIKEC OUV VOONPOTNTEC

1 O1 Trapocuvoelc Badouv og Kivouvo Tn Cwn
TWV acBevwy

1 H Bepartreia TNG €ival yakpoxpovia



GOLD Website Address

http://www.goldcopd.org
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EXQTEPIKA IATPEIA

['uvaika nAkiag 58 etwv mayvoapkn , kamviotpla 80/py
TIPOCEPYETAL OTO TAKTIKO 1ATPELO AVAPEPOVTAG

AVOTTVO1a OTNV KOTTIWOoT) ,P1Nya K amoxpepyn
TIPOOOEVTIKA ETMOEIVOVUEVA TOVC TEAEVTAIOVC 3 UTVEC.
H aoOevnc ntav vmaAANAOC YPAPEIOL K AVEPEPE OTL
TNPE PAPOC MEPUITOL 10-15 KIAA TOV TEAEVTALO Y POVO.
Estiong avepepe eVIOVOUC VUYTEPIVOUC EPIAATEC K
pofiec kaBwc k ovyvee emokewelc ota TEIT mic
vukteptveg wpec . H aoBevne der povn tne.



KAINIKH EEETA2H

75/min o@UEEIC

160/85 mmHg ApT. mieon

18/min avasmvoeg

Avontvora= MRC3

BMI=34kg/m2

Pexo@oweg oTic faoeig aug.

H aoBevng Aapfaver avtomeptaotkn , aviAUTIOWIKN

aywyn..( uvastatln 40mg,c candesartan 16mg) K Tiotropium 1puf/day

- T) OTIPOUETPTION €0€1EE
« FEV1=45%(Pred)

- FVC=75% (pred)

- FEV1/FVC=0.6



E@v@@m@u@ﬁx@g EINEVXOGE
I'ev. alpatocg k .ovpwv K
TKE 20mm

CRP 3.5 u/dl
Gl=115mg/dl
Cholesterol =320mg/dl
Triglycerids=170mg/dl
HDL=40mg/dl

LDL =180omg/dl
SGOT=42IU/L

SGPT 45IU/L



EPQTHMATA

- 1)ITaoyel n aocBevne amo XAII

* 2)7T010C O (PALVOTLITOC TNC VOGOV

- 3)mola 1 mBavrn aitia avénong e SVoITVOLaC
* 4)mola(eg) OLV-VOOTPOTITEC

- 5) Twe Oa v Olepevvnoete

> 6)TL aywyn Ba dwoeTe oTNV APPWOTH OAC



[Taoyel n aocBevne amo XAII???
K av NAI 1 Papvtntag???



Normal



PLEASE TICK IN THE BOX THAT APPLIES TO YOU
(ONE BOX ONLY)
mMRC Grade 0. I only get breathless with strenuous exercise.

mMRC Grade 1. I get short of breath when hurrying on the level
or walking up a slight hill.

mMRC Grade 2. I walk slower than people of the same age on the

level because of breathlessness, or I have to stop for breath when
walking on my own pace on the level.

mMRC Grade 3. I stop for breath after walking about 100 meters or
after a few minutes on the level.

mMRC Grade 4. I am too breathless to leave the house or I am

breathless when dressing or undressing.



Combined Assessment of COPD

CAT <10 CAT > 10
Symptoms

mMMRC 0-1 mMRC > 2

Breathlessness



[Tolec ot altieg
EMOEIVWONC TNG
ouoTvolag



AvuoTtvolda

1) Avénon tov Pfapovg
2) emMOEIVMOT] TN C VOOOU
3) avemapkng Oepamela



Ektipnon
» Appwotn maoyel amo XAIl, pe (pAeypovwon patvotumto

(+ netaPoiiko cvvopouo)
» XAP Bapvtntac D

* + Puykee oratapayeg ( ayyovg)



OEPATIEIA

- TpuAn aywyn = LABA+LAMA+ICS

- ATAKOITH KAIINIEMATOZX (stopastopistr) 0€ 1aTpeLo
A10KO7TN ¢ KATVIoUaToc)

» EuPoAraopoi(ypinng, mveuiovoKoOKKoU)

» Oeparmela ATOKATAOTAOTNC =aTTWAELIA PApoue, avEno
KV TIKOTNTAC, AVATTVEVOTIKT) puotofeparela

» AyyoAvtiko (sry. SSRFs)

» epasela Tov PeTaPoAIKOV GUVOPOUOV (VITEPTAOTC,
Yak. Alafnn, vepATTIO AL, TTAYVOAPKIAC)



ANAMNTYXH

» 1) O PAEYLOVDOTNC PATVOTUITOC

» 2)XVVOVAOUOC UE UETAPOAIKO CUVOpOUO (AeTTToUEPEC
QIO TOUC CUVAOEAPOUVC)

* 3) ZUYVEC PYUYIKEC O1ATAPAYEC






Survival rate, %
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16% of COPD
patients have
persistent systemic
iInflammation



THE “ OVERSPILLER”IS A SPECIFIC PHENOTYPE
AMONG THE SO MANY OTHERS IN THIS
HETEROGENEOUS DESEASE CALLED COPD




[TaoXel Amo WYUXIKEC OLATAPAXEC?
Nau !!!! Avagepel e@laAteg ..¢poBlLeC.



Ancient Greeks believe that PSYCHE (Soul) =
WYXH (IINOH) was located above the
Diaphragm and PSYCHE was related to

breathing



To ayxog¢ Kat n KatabAwyn sivat geilwv voonuata cu voonpotntag otn XAl
(Anxiety and depression are major comorbidities in COPD)

o 2gma ovoTn LLOTIKT) owam'c(')m]an Loy Prevalence in Advanced Disease: Systematic
emkevtpwbnke oe aobeveig pe XAILn Review (64 studies)
EMNTOOTN NG KatabAupng kupavotav amo
37 €wg 71%, KA TOL AYXOUG a0 50 O€ 75%, Depression (%) | Anxiety (%)

OTOLXELA TTOV lval CLUYKPIOoTHA T} KAl
LEYOAUTEPA QIO TA TTOCOOTA EMKPATIONG
oe AA\eg ooPapeg aoBeveleg OMwWC COPD 37-71 51-75
kapkivog, AIDS, kapdiakeg madnoeig kau
VEPPIKI] VOOO.

Cancer 3-77 13-79

- Xe eCmtepikovg aobeveic pe XAIT peAeteg
Selyvouv T0C0o0TA KATAOAIWNC TTOV AIDS 10-82 8-34
Kopaivovtal amo 7% £wg 80% kan dyyoug

JTOV Kvpaivovtal amo 2% ewg 80%. H

ETKPATIOT) TG YEVIKEVUEVNG AYX®EOUG Heart 9-36 49

Sratapayng kvpaivetal amo 10% ewg 33% Disease

KAl TNg O1aTapayng mavikov amod 8% £wg

67% . Renal 5-60 39-70
Disease




Anxiety: A state of apprehension and
fear resulting from the anticipation
of a threatening event or situation!

AyY0¢= KaT1AoTaO0T 0VIovyloc K
(PO ov o ToV ‘epYoU0’ EVOC
ETTIKIVOUVOL YEYOVOTOC T

'"KATAOTOAONC



Depression: a psychological state
characterized by a pessimistic sense of
inadequacy and despondent lack of
activity

KataOAupn=n puyoAoyikr kataotoon
TIOV YapAKTNPLeETaAl QIO ATTAIO1000EN
atoOnon avemapkelag Kk ameAmiolag K

eAMEYPN OPACTNPLOTNTAC



Skeletal muscle

Lung cancer

,‘/'v

\ ‘ Peripheral lung
u

inflammation

- X

l “Spill-over”

Acute phase proteins

Systemic CRP

weakness
Cachexia

Ischemic
heart
disease

Cardiac
failure

inflammation

Serum amyloid A
IL-6, IL-1B, TNF-a

Surfacant protein D

Diabetes
metabolic
syndrome

Normocytic
anemia

Osteoperosis Depression



COPD

Dyspnea

Loss of physical ‘Furu:t'n:n‘l Loss of sodial run-:tinnl

I I
I

Anxiety and depression

Reduction in quality of life |

Figure 5 - Flowchart representing the cycle of loss of physical function of the
patient with COPD
COPD: chronic obstructive pulmonary disease
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Treatment of anxiety and depression in patients with COPD:

Treatment

Psychotherapeutic
interventions

Pharmacological
treatment

Pulmonary
Rehabilitation (PR)

Individual
psychotherapy

Group
Psychotherapy




THERAPY

» Drugs

1. Tricycles

2. Monoamine Oxidase Inhibitors (MAQOIs)

3. Selective Serotonin Reuptake inhibitors (SSRFs)
4. New Antidepressants'



Hospital Anxiety and Depression Scale

Anxiety Questions

» ] feel tense or wound up
0 Most of the time o A lot of the time ¢ Occasionally o Nt at all

» I get a frightened feeling as if something awful will
happen

o Very definitely, badly o Yes, not too badly o A little, doesn’t wonry me o Not at all

» Worrying thoughts go through my mind

0 A great deal of the time o A lot of the time o From time to time o Only occasionally

» I can sit at ease and feel relaxed

o Dafinitely o Usually o Notoften o Mot at all

» I get a feeling of "butterflies” in my stomach

oMot atal oOccasionally oQuite often o Very often
» I feel restless as I have to be on the move

0 Very much indeed o Quite alot o Notvery much o Netatal

» I get sudden feelings of panic

oVeryoften oQuite often o Nok very often o Not atall

Aniety Total Score ||

20-7=Normal 0 8-10 = Borderline Abnormal o 11-21 = Abnormal

Zigmond & Snaith, Acta Psych Scand 1983;67

Hospital Anxiety and Depression Scale

Depression Questions

+ I still enjoy the things I used to enjoy

0 Definitely as much o Not quite somuch oOnlya litle o Hardly at a

+ I can laugh and see the funny side of things

0 As much as [ always could o Not quite so much now o Definitely no so much now o Net at all

» I feel cheerful

oMot atall oNeteften o Sometimes oMot of the time

» I feel as if I am slowed down

0 Nearly all of the time o Very often o Sometimes o Not ata

» I'have lost interest in my appearance

0 Definitely o1 don't take as much care as Ishould o Imay not take quite as much care o 1 take as much care as ever

» I look forward with enjoyment to things

0As much as ] ever did o Rather less than [used to o Defintely less than Tused to o Hardly at all

+ I can enjoy a good book or radio or TV program

oOften o Sometimes oNatoften o Very seldom

Depression Total Score |:|

00-7=Normal 0 8-10 = Borderling Abnormal o 11-21 = Abnormal

Zigmond & Snaith, Acta Psych Scand 1983:67



Highly positive symptoms on screening

Refractory to pharmacologic and non
pharmacologic therapy

Choice of anxiolytic or antidepressant is
complicated by concurrent medications

Patient presents with suicidal ideation



R
CONCLUSION (1)

- Anxiety and depression are very common

- comorbidities in COPD patients

» Usually are under diagnosed

- Those mental disorders are associated
with poor prognosis

- Treat according to usual
recommendations

- Rehabilitation is an additional very
effective mode of treatment.



Scales exclusively for anxiety: Hamilton
Anxiety Rating Scale, Beck Anxiety
Inventory, State-Trait Anxiety Inventory

Scales with multiple dimensions and an
anxiety sub scale: Hospital Anxiety and
Depression Scale, Hopkins Symptom
Check List, Patient Health Questionnaire 9



’x ‘;“.l'he Dyspnea Spiral
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Scales exclusively for depression: Beck
Depression Inventory, Geriatric Depression
Scale

Scales with multiple dimensions and a
depression subscale: Hospital Anxiety and
Depression Scale, Patient Health
Questionnaire 9



2008 Nov 1;178(9):913-20. doi:
10.1164/rcem.200804-6190C. Epub 2008 Aug 28.
Independent effect of depression and anxiety on chronic
obstructive pulmonary disease exacerbations and

hospitalizations.

1
> > ) > > ) )

50% increased risk for Exacerbation
75% increased risk for Hospitalization

Concluded : depression may precipitate Exacerbations
anxiety prolongs exacerbations
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The effect of complex interventions on depression and
anxiety in Chronic Obstructive Pulmonary Disease:
Systematic review and meta-analysis

Conclusions

Complex psychological and/or lifestyle interventions that include an
exercise component significantly improve symptoms of depression and
anxiety in people with COPD. Furthermore, multi-component exercise
training effectively reduces symptoms of anxiety and depression in all
people with COPD regardless of severity of depression or anxiety,
highlighting the importance of promoting physical activity in this

population.

P A Coventry, P Bower, C Keyworth et al. April 05,2013. DOI : 1371



Anxiety and Depression in
COPD

« Recognize the presence of
psychological co-morbidities of

anxiety and depression



Anxiety: Classification and Criteria
 Apprehensive anticipation of stressful situations
associated with unease and symptoms of tension
- Restlessness, | concentration, rapid speech,
palpitations, dyspnea

COPD anxiety spectrum may include:

« Symptoms of anxiety (50-96%)

« Generalized anxiety disorder (10-33%)

- Excessive anxiety >6 months, impaired social
function

 Panic attack (8-67%)

- Episode of acute anxiety with fears and dyspnea
« Panic disorder

- Recurrent panic attacks



Anxiety and depression are common in COPD

They adversely affect HRQL, physical disability
and economic burden of disease

Include simple screening at baseline assessment

Those screening positive may require referral to
mental health professional

Pulmonary rehabilitation impacts positively on
symptoms



Depression Predicts Mortality
After COPD Hospitalization

135 consecutive
COPD patients
admitted for AE

Independent
predictors:
o Depression
o Comorbidities
o Activity level
o Marital status

Almagro, Chest 2002
121:1441




MepioTaTiko
H anown Tou MaboAoyou
M.EAicao

MQY2HZ EAIZA®P

KAOHIHTHZ NAOGOAOITAZ IATPIKHZ 2XOAHz
NMANENI2ZTHMIOY IQANNINQN




YTTOAITIIAAIMIKH ArQrH
- LDL CHOL 180mg/dl uwo FLUVA

40mg/d

1) Epwrnua: or1oxoc umoAimidaIHIKNG aywyne

AToHo uynAoU Kivduvou: HELLENIC RISK SCORE 6% =
LDL CHOL <100mg/dl

2) FLUVA 40mg/d : W LDL CHOL karta ~25%

3) Xpeialetar emimpooOern peiwon tne LDL CHOL kara
>44%

4) H povoOepancia (ATORVA 40/80 /ROSUVA 20/40)
odnyei oe peiwoeic Tngc LDL CHOL kata 50%

5) AwaiTeitai n xopAaynon ouvduacHoU @ApHAKWY HE
ezetimibe w.x. ATORVA 40/EZE 10 = uciwon
kata ~65% = LDL CHOL 108 mg/dl (+

vyleivodiaITnTIikn TapEuPaon)




looduvapec dooelc otatvwv ocov adopa TNV
gAattwon tnc LDL xoAnotepoAng

AlO0 A20 A40 AB0 F20 F40 F80 LIO L20 L40 L8O PIO P20 P40 510 520 S40 S80 RS RIO R20 R40 Pl P2 P4

ATOR FLUVA LOVA PRAVA SIMVA ROSU PITA

EAAnvikn Eraipeia

Hellenic Journal of Atherosclerosis 2014;5(3): 151-163 ABnpookhipaone
www.atherosclerosis.gr
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AZOENHZ ME LDL CHOL >190mg/d| pe BeTiko
oikoyevelako 10Topiké YTTEPAITIIAAIMIAZ KAI
KAPAIAITEIAKHZ NOZQOY

\

ATOMO YYHAOY KINAYNOY I'TA OIKOIrENH
YTIEPXOAHZTEPOAAIMIA

ANATKH ETTIOETIKHZ YTTOAITITAAIMIKHZ
Al QQrH=



= ANTIYTIEPTAZIKH ATQH

YTTO CANDESARTAN 16mg/d: ATT: 160/85 mmHg

2TOXO0Z ArQrHdz

ATT <140/90mm Hg



EZATOMIKEYZH THZ ANTIYTIEPTAZIKHZ ArQIrHz=

ATtaITeiTal TPOOEKTIKN £€aTopikeuon TNC AYWYNG:

dAUEnon Tng doonc Tne CANDESARTAN (w.x.
32mg/d)

dTTpooOnkn 20v @apuakou
HCTZ vs CCB (peAétn ACCOMPLISH)

dZe mwpodiaPpntikd aoBevp  (yAukoln 115mg/dl)
evdexopeva pmopei va mwpoTiunOcei di1Udponup1divn (w.X.
pavidimivn 20mg/d) wou wiBava éxel _euvoikh ewidpaon
oTNV_opoloordcia Twv udaravipakwyv




Kaplan Meier for Primary Endpoint

016

014 {77 e BEic 20% Risk Reduction |
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HR (95% CI): 0.80 (0.72, 0.90)
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= AZOENHZ TTOY TTAHPEI TA KPITHPIA (4/5)

'TA TH ATATNQ2XH TOY METABOAIKOY
2YNAPOMOY

A\ TTepipgetpog péong (BMI 34kg/m?
Y WAL

*TRG 170mg/dl

*AcOevic uynAoU KIvdUvou yia Thv epgpavion ZA
TTpooekTIKN e€aTolikeuon TNC aywync
* Yvievooiaitnrikng wapéupaon



- METABOAIKO TYNAPOMO

2E AZOENEIZ ME COPD

EninTwon MX: 43% vs 30%
Multidisciplinary Respiratory Medicine 2013:8: 61

ErinTwon MX: 57.6%
West J Nurs Res 2014:36: 620

ErwinTtwon MX: 57% vs 40%
Plos One 2014:9: ¢98013



Excess triglycerides and free fatty acids

Dyslipidemia Lipotoxic state
Innate immune system activation

fatty acid-induced,
inflammation l
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Figure 4 A simplified interrelationship between COPD and DM.

Cardiovascular Diabetology 2012;11: 132




RISK FACTORS Rlsg;ﬁlf_TORs
Genetics ing

it . Enviromental poliution
Altered Nutrition and Lifestyle Gengtics

METABOLIC SYNDROME

Abdominal obesity, Insulin resistance, Diabetes C 0 P D

Atherogenic dyshpidemia, Hypartension

J

_| Comicosterold

treatment Airnways obstruction

Adipokines Secretion Local inflammation
Adipose Tissue gclivation Hypoxia

Inflammatory markers activation Sedentary lifestyle

Sedentary festyle Phwysical deconditioning

Physical Inactivity
Systemic Inflammation

Figure 1: Pathogenic mechanism linking between the risks factors of COPD and metabolic syndrome. (Adapted from Clini et al. COPD and the metabolic
syndrome: An intriguing association. Intern Emerg Med 2013;8:283-9.59)

Indian Journal of Endocrinolgy and Metabolism 2016




| Physical ; !

At Peripheral lung
activity inflammation

Hypoxia

at:t,t.:;':ume — Systemic inflammation

: Cytokines; IL-1B, IL-5, IL-18, TNFa
Cachexla Acute phase proteins; CRP, SAA

IHD, CCF, hypertension

Cardiovascular diseases / Metabolic diseases . Bone dlsease w
Obesi |

Figure 2: Systemic inflammation — spill over hypothesis. (In a patient with COPD there is a spillover of peripheral lung inflammation into systemic circulation
which resulted in increased level of various inflammatory markers such as: IL-1B, IL-6, IL-8, and TNF-a. These systemic inflammatory markers are thus
responsible for various complication associated with COPD such as; cardiovascular disease, hyperiension, skeletal muscie weakness, eic. These systemic
inflammatory markers are also responsible for the development of obesity, metabolic syndrome and diabetes in COPD patients. Adapted from Bames PJ.
Chronic obstructive pulmonary disease: Effects beyond the lungs. PLoS Med 2010;7:e1000220.09)

Indian Journal of Endocrinolgy and Metabolism 2016




