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B—Blocker und Asthma
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Beta 1: positiv chronotrop + inotrop + dromotrop +
bathmotrop

Alpha 1: Vasokonstriktion peripher fir Blutdruckanstieg
Beta 2 : Vasodilatation bei niedriger Dosis
(Abschwellung Schleimh&ute)

Beta 2: Relaxation, Sekretion

Beta 2: Tonussenkung, ruhigstellung von Uterus fir
Tokolyse
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| |
Herzfrequenz | Bronchokonstriktion
Kontraktilitat | Vasokonstriktion
Uberleitung |
Blutdruck |

Ansatz der Bronchien-erweiternden Medikamente

Bronchialwand
Bronchialschleimhaut
Bronchialast
Muskelzellen der
Bronchialmuskulatur
|
Anticholinergika Beta 2-Sympathomimetika
Erweiterung Erweiterung der Bronchien
der Bronchien iiber iiber Beta-Rezeptoren ¥

Acetylcholin-Rezeptoren @

Xanthine
Erweiterung der Bronchien
iber den Botenstoff cAMPC
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Bei Asthma K, relative

Bei Asthmapatienten ist das Risiko einer Verschlechterung der
Lungenfunktion durch Betablocker héher als bei COPD-Patienten.

In vielen Fachinformationen von Betablockern wird bronchiale
Hyperreagibilitat bei Asthma als Kontraindikation aufgefihrt.

Diese Einstufung basiert auf kleinen Fallserien der 19280er- und
1990er-Jahre mit initial sehr hohen Dosierungen der Betablocker bei

jungen Patienten mit schwergradigem Asthma (WBMC Medicine« 2017,
DOI: 10.1186/512916-017-0781-0).



Gefahr: Augentropfen!
—r

» Betablocker aus AUgentropfen werden zu A) Acute non-selective beta-blocker eye drops in people with no prior exposure
circa 80 .Prozen'r absorbiert, un’[erlleg'en . c - —
keinem First-Pass-Effekt und weisen eine ot Events Totsl Everts Votsl M-H, Fixed, 99% C1 Fied, 99% C1
N . Bohen 1967 2 10 0 10 200% 0.20(-0.08,0.48) +——
schnelle systemische Resorption auf. Hugues 1985 4 15 0 15 300%  027(003.050) ——
Hugues 1987 9 2 0 20 400%  0.45[0.23,067) ——
. . o . o . . Vonwil 1681 2 5 0 5 10.0% 0.40 [-0.05, 0. T
» Diese ist vergleichbar mit einer intravendsen Knesn
. . Total (95% C1) 50 50 100.0%  0.34[0.19, 0.49) >
Gabe in Bezug auf die Blockade von B,- Total events 7 0
. Heterogeneity. Chi® = 2.36, df = 3 (P = 0.50) P » 0% t + + 4
Rezeptoren und kardiopulmonalen Effekten. Test for overai effect: Z = 4.59 (P < 0.00001) ol o8 0 08
» Es kdnnen also SYStemiSCh wirksame B) Acute selective beta-blocker exposure in people with prior sensitivity to non-selective eye drops

Plasmakonzentrationen mit der Gefahr eines
Bronchospasmus erreicht werden.

9 301% 0.44 [0.06, 0.83) 1 _—

5 9 1
» Eine /v.\g’rqan.qu.se zeig’rel dass e.ine akute oo > B 9 198 e -
Exposition mit nicht kardioselektiven, Schoene 1992 14 0 4 A% 025[022.073 192 .
topischen Betablockern bei einem von drei TolEt N e -
Patienten zu einem Abfall der Heterogeneity: Chi = 1.73, df = 3 (P = 0.63). # = 0% — —
Test for overall effect: Z = 2.82 (P = 0,005) Favours beta-blocker  Favours control

Einsekundenkapazitat (FEV,) von > 20
Prozent fihrte

Morales ea, Br J Clin Pharmacol (2016) 82 814-822
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Asthma im Alter

6-10% aller Erwachsenen >65a

Je dlter desto untypischer sind die Symptome

- ndchtlicher Husten

- Begleiterkankungen (Herzinsuffizenz,

- typische Symptome wie Wheezing, Atemnot, Thoraxschmerz sind oft
anderen Erkrankungen zugeordnet

- Lungenfunktion schwierig zu interpretieren (Reversibilitdt entscheidend,
FEV1>80% haufig

Allergien haufig, wenn Asthma-onset frih

Komedikation ist hdufig und hadufig problematisch
(Betablocker, ACE-Hemmer, COX2-Hemmer)



COPD oder Asthma

Fehldiagnose COPD 2

Patienten mit Asthma >65a (SARA Studie,
Chest 2003)

- 50% der dlteren Raucher haben richtige
COPD Diagnose

- 20% falsche COPD Diagnose

- 30% der Asthmatiker haben keine

Diagnose

COPD als Codiagnose bei langjdhrigen

Asthma moglich —
Asthma COPD Overlap (ACO)

Grinde fir Fehldiagnose:
- Altersdyspnoe
- Sensorische Missempfindung
- Aktivitatslimitierung
- soziale Isolation
- Depression
- Arztliche Meinung:
Asthma ist keine Erkrankung des Alters
- Komorbiditdt

DD

- COPD

- Herzinsuffizienz

- Bronchiektasien

- Aspiration

- Hyperventilation /Panik



Betablocker und Asthma
I

-1 Kontraindikation in den meisten Praparaten
11 Sehr vorsichtige Gabe, nur hoch-selektiv

11 Cave: Augentropfen
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- BETABLOCKER und COPD

BETA BLOCKER ACTIONS

\ 4

§ Blockers Affect
(§ =Heart )

z Blockers Affect
(= Lungs)

The Heart




Woran sterben COPD Patienten?
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Shambu, Eur Respir Monogr 2013
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HF und COPD
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Diagnosekriterien COPD —
GOLD 2017
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Evaluierung /Graduierung der COPD

GOLD 2017
14|

oy G —

Exazerbotionen > 2

GOLD1 > 80% -

> 1 /lche

FEV1 /FVC < 70% GOWD 2 50-79% (Hospitolisierung)
mw 3 30 = 49% Esazerbotionen
0= 1 /lohw

GOLD 4 < 30% e

Hospitolsierung)

CAT< 10 CAT > 10
aMRC < 2 mMRC > 2
SYNPTOME | Rubedysprce
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Behandlung der stabilen COPD —

deutsche Empfehlungen
“h

COPD ACO Expositionsprophylaxe
Symptome
intermittierend 1 SAMA, SABA, SABA+SAMA ICS Impfungen
Symptome
kontinuierlich 2 + Rehabilitation
Haufige
Exazerbationen 3 LAMA + LABA
LTOT
i i NIV
Respiratorisches Therapie der Komorbiditdten und
Versagen o e BLVR
Komplikationen
LuTX

Dr. Christian Geltner, MSc MBA - Kreisklinikum Bad Reichenhall — Abteilung fir Pneumologie



25 4
o0
eftablocker gut Tur 3
g
£ 15 4
2
[} weee w Users of any other
] _ s . ~ === B
Betablocker  No Beta blocker 2 10+ —e= = Users of f-blockers
o Events  Total _Events  Total mo ma e
Andell 2015 0 4086 0 m Not essmable o
Angeloni 2013 8 104 19 104 57% 04210.19,092) ——— 5 -
Au 2004 16 257 222 1709 75% 04810.29,078) e =
Bhan 2016 19 474 123 2990 88% €.104.84,7.70) — e
Oransseld 2008 8 142 % 683 59% 11000.52,232) —_— =
Goftied 1998 1550 9228 0059 32586 93% 060 058,063 - o T - T -
Hawiins 2009 182 643 215 615 91% 0.721061,0886] - 0 5 10 15 20
Mentz 2013 199 508 93 216 90% 09110.76,1.10] -t Follow-up (years)
Rutten 2010 181 665 506 1565 91% 08410.73,097] -
Rutten 2013 149 1460 795 3033 91% 0.390.33,046] — Fig 1.G risk o COPD
Staszewsky 2007 24 140 151 488 81% 05510.38,082) ——
Stefan 2012 197 10070 620 25012 91% 0.791067,092) —
Van Gestel 2006 18¢ 462 5312 803 92% 060 053,068 o -
Total (95% C1) 2237 70576 100.0% 0.79 (0.58, 1.06) <>
Total everts 2797 12370
Heterogenedty Tau® = 0.25, Ch*= 441 86, af= 11 (P « 0.00001), P = 98% o Ny 3 $ 20-
Testfor overall effect 2= 157 (P=012) Beta-blocker No Beta-blocker z
g -
Betablocker  No Beta blocker Risk Ratio 8 | mpetn
_Study or Subgroup _ Events _ Total _Events '“MM”‘O MH, Random, 95% CI 2 104 s
Angeloni 2013 % 104 “ 104 10200.75,1.39) - == = Users of p-blockers
Au 2004 §5 257 328 1709 nu 1120087, 1.44] S
Bhatt 2016 92 474 885 2990 172% 085[0.70,10) ——0——1t- o
Rutten 2010 4 865 772 1565 293% 087 0.78, 0.98) el e 5- -
Stefan 2012 654 10070 2071 25012 318% 078[072,085) ——@— P
-
Total (95% C1) 11570 31380 100.0% 0.88(0.79,0.98) = =
Total events 1 2901 N T T T T
Heterogeneity Tau= 0.01; Ch*= 9.40, &= 4 (P = 0.05), P= 57% o= Y 0 5 10 15 20
Testfor overall effect Z= 242 (P=002) Beta-blocker No Beta-blocker Follow-up (years)
Fig 1.C1 risk of COPD
Metaanalyse - Villalobos, ERJ 2018 A.O. Nielsen et al. / EClinicalMedicine 7 (2019) 21-26
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LAMA und Kardiovaskuldres Risiko
e
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Zwei Metaanalysen kamen zu dem Ergebnis, dass der Einsatz von kardio-
selektiven Betablockern bei Patienten mit COPD aufgrund des geringen

RiSikOS fur BronChOSpdsmen mogliCh iST (Cochrane Database of Systematic Reviews 2005, DOI:
10.1002/14651858.CD003566.pub2; nRespiratory Medicine« 2003, DOI: 10.1016/50954-6111(03)00168-9).

Als eine von vielen Leitlinien bewertet die europdische Leitlinie zu
Herzinsuffizienz Betablocker daher als nicht kontraindiziert bei COPD,
favorisiert allerdings den Einsatz kardioselektiver Betablocker. Es mehren
sich zudem Hinweise, dass der Einsatz von Betablockern bei Patienten mit
COPD nach Myokardinfarkt beziehungsweise bei Herzinsuffizienz, aber
auch allgemein sogar mit einer besseren Uberlebenswahrscheinlichkeit
verbunden ist.

Zudem gibt es Anhaltspunkte, dass es bei Anwendung von Betablockern zu
weniger Exazerbationen kommt.



Betablocker und COPD

Keine Kl zur Gabe von 3,-selektiven Blockern in der COPD

Kardiale Komorbiditaten sind zu behandeln nach den Leitlinien
unabhdngig von der COPD (gilt fir Betablocker, ACE Hemmer, ARB
Blocker, Statine, NOACGs, etc.) — GOLD Leitlinien

Cardioprotektiver Effekt ist wichtig
Vorteil in der Exazerbation (?)
Langwirksame Betamimetika sind save, gilt nicht fir kurzwirksame

LAMA (Tiotropium) haben keinen negativen Effekt auf die kardiale
Begleiterkrankungen



The Drug-Induced Respiratory Disease Website

ENEUMOTOX Phiippe Camus, M.D.
22 Dijon, France
Q KEYWORD DRUG / PATTERN

Search results :

La - Pneumonitis (ILD), acute, severe (may occasion an ARDS
picture)

Lb - Pneumonitis (ILD) - ' -
Lc - Eosinophilic pneumonia (pulmonary infiltrates and

eosinophilia) 1
mmmhmwmd 4

V.a - Bronchospasm - Wheezing - Asthma ‘
IV.f - Severe, catastrophic asthma attack (can be fatal) a

IV.ab - Exacerbation or deterioration of preexisting COPD
IV.ac - Exacerbation or deterioration of preexisting asthma
V.a - Pleural effusion

V.c - Pleural thickening

V.d - Pleural/pericardial effusion, ANA positive (DI lupus)
Vl.w - Worsening of preexisting PHTn
%wwon«mmmmm
X.d - Lupus - Lupus syndrome (see also Vd)

X.y - Subclinical ANA positivity

Xl.r - Death following exposure or poisoning

Xl.af - Refractoriness to epineprine in case of anaphylaxis
Xil.m - Cardiac/cardiopulmonary arrest

Xll.n - Cardiovascular collapse - Cardiogenic shock

Xll.af - Coronary arterial spasm
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ACE Hemmer und Lunge

Husten durch PGE, und Substanz P ausgelost
Ca. 15% (- 50% in asiatischen Studien) der behandelten Patienten
Absetzen |6st Problematik ohne Langzeitkomplikationen

Viele haben Hyperreagibles Bronchialsystem als Frihform des Asthma bronchiale
(Br_Med J (Clin Res Ed). 1988 Jan 9; 296(6615): 86—88.)

Auch Entwicklung eines klassischen Asthmas méglich

Geninduktion wahrscheinlich Gen Insertions/Deletions-Polymorphismus

(Li YF et al, Angiotensin-Converting Enzyme (ACE) Gene Insertion/Deletion Polymorphism and ACE Inhibitor-Related Cough: A Meta-Analysis, PLOS
2012)


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2544699/

ARBs — Sartane und Lunge

Nebenwirkungen

Angiotensinogen >

D“V'Y'I.H

% H L

Angiotensin | Bradykinin

ACE-
Hemmer

ACE- |
Hemmer

%o

Angiotensin Il

Vasokonstrikition

Blutdruckanstieg



ARBs — gut fir die Lunge?
N

Eur J Pharmacol. 2019 Jun 58522533 doi: 10.1016] sjphar 2019.02 035 Epub 2019 Fed 21. Candesartan i
Suppressive effects of type | angiotensin receptor antagonists, candesartan and irbesartan on Lastpdus _ ti/03012 a
allergic asthma. i

KimMJ', i DS?, VIII - Central-large-upper airway (incl pharyngeal-nasal)

= Author information involvement

; m:wmmMmz:m:mmmmomm o o e i e ) *yi:

Abstract

The effects of candesartan and kbesartan, antagonists of the type | angiotensin Il receptor, were investigated on allergic asthma. The
antigen-induced degranulation was measured by evaluating B-hexosaminidase activity in vitro. Additionally, a murine ovalbumin-
induced allergic asthma model was used %o test the in vivo efficacy. It was observed that while candesartan inhibited the antigen-
induced degranulation in rat RBL-2H3 mast cells, irbesartan did not. Administration of candesartan and irbesartan decreased the
number of immune cells in the bronchoalveolar lavage fluid and reduced the expression of Th2 (IL-4, IL-5, and IL-13) and Th1
cytokines (IL-2 and IFN-y) in the lung tissues of mice with ovalbumin-induced allergic asthma. Histological studies revealed that both
antagonists reduced inflammation and mucin production in the lungs. Therefore, these findings provide evidence that candesartan
and irbesartan could have potential applications as anti-allergic agents,

Copyright © 2019 Elsevier B.V. Al rights reserved.
KEYWORDS: Angiotonsin B recepior; Anti-alergic; Ans-asthmatic; Candesartan; Degranation; Irbesarnan; Mast cel
PMID: 30797786 DOL: 10,9016/ aiphar 2019 02035
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The Drug-Induced Respiratory Disease Website
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V2.2 Dijon, France
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Statine - Toxizitdt seit langem bekannt

Statin-induced fibrotic nonspecific interstitial pneumonia

S. Lantuejoul*, E. Brambilla®, C. Brambilla®, G. Devouassoux”

Sratin-induced fibrotic nonspecific tnterstivial pnevmonia. S, Lantuejoul, E. Brambilla,
C Brambilla, G. Devowassoux. © ERS Jowrnals Lid 2002

ABSTRACT: Statins inhibit the 3-hydroxy-3-methy Ighutaryl coenzyme A reductase,
reduce the serum level of low-density lipoprotein cholesterol, and are extemsively
prescribed to prevent cardiovascular mortality and morbidity. Few systemic adverse
effects, such as pseudopolymyositis, lupus-like syndromes, and amccdotal hypersensi-
tivity pocumonitis, have been reported.

A simvastatincinduced diffuse interstitial pneumonia associated with a monspecific
interstitial pncumonia pattern at histological analysis is repoted here, Ultrastructural
analysis showed a diffuse cytoplasmic accumulation of intralysosomial lamellar
inclusions in type Il pnesmonocytes, histiocytes and endothelial cells, suggesting a
shared pathogenesis with amphiphilic drug-induced toxic lung injury. Becawse statins
are increasingly prescribed, statincinduced interstitial lung disorders may be more
frequently observed and carly recognition will be required.

Ewr Respie J 2002; 19: 377-380.,

Depts of *Cellular  Pathology  and
"Respiratory Modicime, Centre Hospi-
talier Universitaire de Gremoble, Uni-
versitd J. Fourer, France,

Correspondence: G, Devowissoux,
Dept of Respiratory Discases, Hopital
Albert Machallon, Centre Hosputaber
Unnersitaare & Grenoble BP 217,
38033 Grenoble Codex (9, France.
Fax: 13 476765617

E-mail: GDevousassouxiechu-grenoble,
fr

Keywords: Hypersensitivity, nomspeci-
fic imerstitial pneumonia, phospholipe-
dosas, statims, toxic

Received: July 6 2001
Accepeed afler revision August 1 2001

Fig. 1.— Lung computed tomography scan showing bilateral inter-
stitial infiltrates with ground-glass opacities predominating in the
lower lobes.
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Effectiveness of long-term using statins in @
COPD - a network meta-analysis

Yongbin Lu', Ruixia Chang™, %ia Yao', Xinni Xu', Yongjun Teng' and Ning Cheng™

Abstract

Objectives: To evaluate the effectiveness of long-term treatment of statins for chronic obstructive pulmonary disease
(COPD), and to answer which one is better,

Methods: General meta-analysis was performed to produce polled estimates of the effect of mortality, inflammatory
factors, and lung function index in COPD patients by the search of PubMed, Web of Scence, Embase, and
China National Knowledge Infrastructure for eligible studies. A network meta-analysis was performed to synthetically
compare the effectiveness of using different statins in COPD patients.

Results: General meta-analysis showed that using statins reduced the risk of all-cause mortality, heart disease-
related mortality and COPD acute exacerbation (AECOPD) in COPD patients, the RR (95% () were 072 (063,0584), 072
(053,098) and 084 (0.79,0.89), respectively. And using statins reduced C-reactive protein (CRP) and pulmonary
hypertension (PH) in COPD patients, the SMD (95% CI) were — 062 (- 052,-0.72) and - 0.71 (- 0.85,0.57), respectively,
Network meta-analysis showed that Fluvastatin (97.79%), Atonvastatin (68.0%) and Rosuvastatin (49.3%) had higher
cumulative probability than other statins in reducing CRP in COPD patients. Fluvastatin (76.0%) and Atorvastatin (75.4%)
had higher cumulative probability than other satins in reducing PH in COPD patients.

Conclusions: Using statins can reduce the risk of mortality, the level of CRP and PH in COPD patients. In addition,
Fluvastatin and Atorvastatin are more effective in reducing CRP and PH in COPD patients.

Keywords: Statins, Montality, CRP, PH, Network meta-analysis
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Bronchiektasien

Nach: Polverino, ERJ 2017
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Eradikationstherapie
|

=1 Nur bei de novo Besiedlung /Infektion mit p. aeruginosa




Anti-inflammatorische Therapie
I

O Ke|ne quhne ! (Polverino et al. ERS/ATS guideline for managemnt of adult bronchiectasis, 2017)

There are no large trials of anti-inflammatory therapies in bronchiectasis and the existing studies show minimal and, in most cases, no clinically
significant benefits. The increased frequency of adverse events, particularly with statins, justifies a recommendation against their use.

7 Inhalative Steroide bei Bronchiektasien werden nicht empfohlen wegen
Pneumonierisiko

-1 Bei Asthma und COPD soll die Présenz von BE nicht iber JA/NEIN zur
Steroidempfehlung entscheiden
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Statins 5 VIl - Central-large-upper airway (incl pharyngeal-nasal)

Aka. MMG-CoA i 5. Ci 0 cases reports of ILD contrast with the lack of involvement
epidemiclogical evidence (PMID 17223772, 23200062). Cervastatin was recalled/dscontinued WW(MMUM.WNM 4>
woridwide in 2001, cue 1o an excess rate of yolyss, a 10 statins and ~
other lipid-lowering agents
Last update  16/1072017 & IX - Neuromuscular / CNS involvement - Disordered breathing
' during sleep
-I - Interstitial/parenchymal lung disease - m Diaphragm/inspiratory muscle weakness/paralysis (w/wo ARF) <> _
n Pneumonitis (ILD), acute, severe (may occasion an ARDS picture) -9~ of the les (May lead to arat . 1 ,
L '”"w“ .m' ’ LY}
u Pneumonitis (ILD) g
N X - Systemic/Distant conditions, syndromes and reactions
:gmwmmmunpmnhnmwmdmmm "2‘ n ) (soe also Vd) . 1 v
" Acute fibrinous organizing pneumonia (AFOP) 1 n Myopathy-Myositis-Polymyositis (see also under Xba) 2
n Pulmonary fibrosis (Not otherwise specified) <3 LTSl Rhabdomyolysis (see also under Xj) 3
n Relapsing or migrating pneumonitis/pneumonia (see also Id) _ o
XI - Miscellaneous
u Pleuroparenchymal fibroelastosis (PPFE) <> w Chest pain (acute or subacute), lone or prominent 4>
lLar The association of ILD and myositis 1 - o
P~ XII - Cardiovascular involvement / toxicity
IV - Airway involvement w Rercanist Sl pacrons <
Cough (lone) <&
N XV - Pathology
V - Pleural and/or pericardial involvement “ e £ 2 ] 1
n Pleural effusion <> Path: Acute fibrinous organizing pneumonia (AFOP-pattern) (see <>
"~ also If) "~
“mmnmm <> wpm:&uomwmwmmﬂ 4>

n Pleural/pericardial effusion, ANA positive (DI lupus) <> w Path: Pleuroparenchymal fibrosis/fibroelastosis (PPFE) N>
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The Drug-Induced Respiratory Disease Website
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Fall lost Diskussion aus
I

“ CASE RECORDS ofthe MASSACHUSETTS GENERAL HOSPITAL ”

Founded by Richard C. Cabot
Eric S. Rosenberg, M.D,, Editor Nancy Lee Harris, M.D., Editor
Jo-Anne O. Shepard, M.D., Associate Editor Alice M. Cort, M.D., Associate Editor
Sally H. Ebeling, Assistant Editor Emily K. McDonald, Assistant Editor

h

-~

Case 14-2015: A 58-Year-Old Woman Figure 2. CT Scan of the Chest.
with Shortness of Breath

Barry S. Shea, M.D., Amita Sharma, M.D., and Eugene ). Mark, M.D.

0 HMG CoA Reduktase Hemmer bewirken unspezifische toxische Alveolitis

(diffuse parenchymal lung disease - DPLD)
STATIN-INDUCED MYOPATHY AND INTERSTITIAL
LUNG DISEASE
The differential diagnosis now includes three
entities — Cryptogenic organizing pneumonia, ~  Akute fibrinése organisierende Pneumonie
chronic eosinophilic pneumonia, and inflamma-
tory myositis-associated interstitial lung disease - cor
— none of which appear to fit this case perfectly. ~  Eosinophile Pneumonie
However, all three of these diseases have at least
two things in common; they are all diagnoses of
exclusion, and they all share features associated
with a drug reaction. ~  PPFE — Pleuroparenchymale Fibroelastose N Engl J Med 372;18 nejm.org April 30, 2015

A\

Bilder sind mehrdeutig:

~ Rheumatoide-assoziierte Lungenerkrankung (IPAF)

~  Ausléser von Lupus-Syndrom mit ANA+
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Hdaufigste Bilder

» Akute fibrindse organisierende
Pneumonie (AFOP)

» Cryptogen organisierende Pneumonie
(COP)

» Eosinophile Pneumonie (AEP, CEP)
»Flichtige Infiltrate (eosinophil)
»NSIP-artige Fibrosen
»Rheumatoide-assoziierte
Lungenerkrankung (IPAF)

» Ausloser von Lupus-Syndrom mit ANA+
» PPFE — Pleuroparenchymale
Fibroelastose

Histologische Zeichen von
toxischen Alveolitiden

Eosinophilie im Gewebe (+BAL)

Gemischte
lympho /granulozytdre Infiltrate



Fall 1
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Patient, 80a, m,
I

-1 BAL: Eosinophil Medikamentenanamnese:
-1 TBB: mdgliche toxische Reaktion | lomaann (ot |t
Aointes Enfassung
] TBCB. NS'P qr’riges Bild Ramipri 2,5 mg T: ‘; - TToToT
Bisoprokol 2.5 mg 110 ]0 1(010
71 Ausléser denkbar: A i E
o ACC 600 mg 1100 11010 For 2 Wochen b8
Atorvastatin Predniscion 50 mg 1[0 [0 || isMo, den 19.11.2018 cann wochentich
e e L
Apixqbqn Asen g s v
. Elquis Pausien
KOnfrdemlﬂ'el nGCh CAG Clexane 0.4 mis.c. 1001 Absetzen Clexane und Wiederaufnahme
S
idi i 2 diskutiort worden!
1 Oder doch idiopathisch? T e _______
verordnet werden kann
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Fall 2: Alterer Herr, unklare Lungenfibrose
—




71 Histo: eher NSIP-artig, Medikamente
medikamentés toxisch moglich Wikaio /Sake [V [ Wedikaion | Vermnderungen zur Vomedkaton
Veoksontel ;'.“m ~Eriidoningen
11 Keine EAA, ANA, Rheuma oder o
Prednisolon 30 mg 1-0-0
andere Ursache Vigaricietien 1000 € 100
Pantozol 20 mg 1-0-0
. Metoprokoil 95 mg 1041
1 Medikamente? HCT 125 mg 190
Candesartan 16 mg 100
ASS 100 mg 1-0-0
Amlodipn 5 mg 0-0-1
Simvastatin 30 mg 0.0-1
Metformin 1000 mg 101112
Lantus 00-0181E | um 2100 Uhr
Actrapd nach Plan
LOT (besiolt) 4 Ltor/mn_in Ruhe
6 Lter/mn_unter Belastung
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Interstitielle Lungenerkrankungen
I

Chast. 2008 Oct,134(4) 524-30. dox 10,1378/chest 08-0043. Epud 2008 Aug 8.

Statins and interstitial lung disease: a systematic review of the literature and of food and
drug administration adverse event reports.

Fernangez AB', Karas RH, Alshaikh-All AA, Thompson PD.

= Author information
1 Section of Cardiovascular Medicine, Yale University School of Medicine, New Haven, CT, USA,

CONCLUSIONS: Statin-induced ILD is a possible newly recognized side effect of statin therapy. The mechanism of lung injury is
not defined. The current review provides novel information from the FDA-AER that supports a possible, although unusual,
pulmonary class effect of statins.

data. Given the paucity of information, all case reports and case series in English and French were included. All adverse event
reports from the FDA-AER database in which a statin was listed as causative suspect were included.

RESULTS: The literature search using PubMed yielded eight articles describing a total of 14 case reports of ILD in association
with statin use. The FDA-AER system database contained 162 cases of reported statin-induced ILD as of June 2007. For every
10,000 reports of a statin-associated adverse event, approximately 1 to 40 reports were for ILD.

CONCLUSIONS: Statin-induced ILD is a possible newly recognized side effect of statin therapy. The mechanism of lung injury is
not defined. The current review provides novel information from the FDA-AER that supports a possible, although unusual,
pulmonary class effect of statins.
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Zusammenfassung: ILD und Statine
—r

1 Statine als Ausloser von medikamentdsen toxischen Reaktion bekannt

11 Kombinationen mit anderen Toxinen moéglich (Amniodaron, NOAGCs,
Antirheumatika, Antineoplastika, etc.)

7 Im Zweifelsfall absetzen oder ersetzen

11 Bilder radiologisch und histologisch sehr unterschiedlich
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Reaktionsmuster der Lunge auf toxische Substanzen
I

71 Bronchospasmus

1 Angioodem

71 Nicht-cardiales Lungenodem (NCPE)
11 Eosinophile Infiltrate (AEP, CEP)

1 Interstitielle Lungenerkrankungen (COP, NSIP, AFOP, IPAF, ARDS, PPFE,
Lipidpneumonie)
71 Pleuraergisse (PE, EPE, ANA+-PE)
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- ANTIKOAGULANTIEN und Co.




- IATROGENE BLUTUNG




Anamnese

o Menge:
Hamoptysen bis 200ml/24h
oder 100ml akut
Massiver Hamoptoe >200ml/24h oder >150ml akut (entspricht
anatomischem Totraum)

o angloamerikanisch: hempotysis
o Farbe

- Verlauf
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Haufigkeit
N

o weltweit: Tuberkulose

- bei uns:

IATROGEN

Bronchuskarzinome
Bronchiektasien

Tuberkulosen

Aspergillome

ARDS

Diffuse alveolare Hamorrhagien

Dr. Christian Geltner, MSc MBA - Kreisklinikum Bad Reichenhall — Abteilung fir Pneumologie



Blutender Trachealtumor — Fall SJ




latrogene Blutung — Bronchologe ist schuld (?)

59
TBB
Zentrale Biopsie

Rekanalisation, Tumorabtragung

Fremdkdrperentfernung

VORTEILE

Patient bereits intubiert

Blutungsquelle bekannt

RISIKOREDUKTION
ASS ist keine KI
Gerinnung: INR <1,5 (PT > 50%) als Ziel
Ziellasion
CT, EBUS
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Was geht unter AK/TAGH/NOAC /dual oder triple
I

- Substanz - Angriffspunkt - Hauptanwendungsgebiete
Acetylsalicyl- thrombozytare » Sekundarprophylaxe arterieller ischa-
saure COX-1-, TxA2- mischer kardio- und zerebrovaskularer

Synthese Erkrankungen
ADP-Rezeptor- thrombozytarer » duale Aggregationshemmung bei
Antagonisten ADP(P2Y,,)- PTCA und ACS (kombiniert mit ASS)
Rezeptor * PAVK

» alternativ zu ASS zur Sekundarprophy-
laxe kardiovaskularer Erkrankungen

GP-l1b/llla-Ant- thrombozytarer « drohender Myokardinfarkt bei insta-
agonisten GP-lIb/llla-Rezeptor biler AP
* PTCA mit hohem Risiko
Dipyridamol thrombozytare » Sekundarprophylaxe nach CVlund TIA
Adenosinaufnahme, (in Kombination mit ASS)

PDE, z.T. ungeklart
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Was geht unter AK/TAGH/NOAC /dual oder triple

1]
Intervention NOAC | VKA TAGH Clopido + Clopido + Thrombopenie
NOAC NOAC + ASS

Bronchoskopie  YES Cave Cave

BAL YES YES YES YES YES YES YES
TBB YES NO NO NO NO NO Cave
EBUS-TBNA YES YES YES YES NO NO Cave
TBCB NO NO NO NO NO NO NO
Ventile YES NO NO NO NO NO NO
Coils Cave NO NO NO NO NO NO
Pleurapunktion  YES YES YES YES Cave Cave Cave
Drainage YES Cave NO Cave NO NO NO
TTP CT oder US  YES NO NO NO NO NO NO
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latrogene Blutung - Kardiologe (Internist) ist schuld (?)

n Therapeutische Antikoagulation ist haufigste Ursache fur diffuse Blutungen
o ASS ist keine KI fur PE/TBB/TBNA

n Clopidogrel u.a abgesetzt werden

ANTAGONISIEREN !

o Normalisierung der Gerinnung bei lebensbedrohlichen Blutungen
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Interstitielle Lungenerkrankungen — el ey el el syl b eyl
Montitoring of DOAC activity at PMID 27637548 Antidotes at PMID 26872887
Last update  10/12/2018 a

schon wieder?
| - Interstitial/parenchymal lung disease
-_u emaotts o oate oo toay oocnmonanaos ey s M

J Stroke Corgbrovase D, 2016 M26(7):1767-1769. dol: 10,1016 jstrokecerbrovasds. 2016 03 006. Epub 2016 Apr 16

Pneumonitis (ILD) -

Development of Interstitial Lung Disease after Initiation of Apixaban Anticoagulation Therapy. H 3
M'~w- MI'.AM.I“.M&I’. MB’. M-w.w- Haghimoto T*, M’- - Pulmonary edema - Acute Iung injury - ARDS
= Author information
e ARDS - Acute lung injury
1 Department of Cerebrovascular Medicine, National Cerebral and Cardiovascular Center, Sulta, Osaka, Japan, Electronk address: 1

sny1139@neve.go.jp.
2 Department of Cerebrovascular Medicine, National Corebral and Cardiovascular Center, Sulta, Osaka, Japan, Il - Pulmonary/alveolar hemorrhage
3 Department of Cardiovascular Medicine, National Cerebrad and Cardovascular Center, Sulta, Osaka, Japan,
4 Department of Respiratory Medicine, Saiseial Senr Hospital, Sulta, Osaka, Japan, “”‘“""‘"‘“""""‘“"M 1
BACKGROUND: Nonvitamin K antagonist oral anticoagulants may cause interstitial lung disease (ILD) similar to that seen for other
cardiovascular drugs. The aim of this study was 1o determine trends and medical conditions associated with ILD in patients taking w Epistaxis 2
s Coagulopathy 5
METHODS: A single-center observational survey conducted between February 2013 and May 2015 examined patients who

developed ILD afMer initiation of apixaban administration.

RESULTS: Chest computed tomography showed that 4 (~ 45%) out of approximately 870 apéxaban users developed ILD. All patients V - Pleural and/or pericardial involvement

were elderly Japanese men with decreased creatinine clearance who had nonvalvular atrial fibrillation. Three of the four were n Hemothorax - Serosanguineous pleural effusion 1
confirmed smokers, whereas three had a history of lung disease. Dyspnea occurred during the initial week after starting apixaban .
administration in 3 patients and at 90 days in 1 patient. All patients underwent methylprodnisolone pulse therapy, with throe requiring n Hemopericardium - Bloody pericardial effusion 4
mechanical ventilation. Although 2 patients recovered, the other two died of respiratory falure.

CONCLUSIONS: Development of ILD during anticoagulation with apixaban is not rare. When apixaban is administered in elderly high- IX - Neuromuscular / CNS involvement - Disordered breathing
risk patients, subjects need to be carefully monitored for respiratory symploms. As drug-induced ILD s often reported in Japan, during sleep

further studies that clarity if these types of cases are common in countries other than Japan will also need 10 be undertaken,
Copyright © 2016 National Sroke Association. Published by Elsevier Inc. Al rights reserved.
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BROWSE DIAGNOSING DIRD #

The Drug-Induced Respiratory Disease Website

PNEUMOTOX
ON LINE
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DETOX YOUR LUNGS
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