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ACE Inhibitor and cough

o 881 FH
2 Risk Fc : 9, SOIAIOH 21F, O

o Bradykinin 1, Cough Reflex sensitivity 1

General features of ACE Inhibitor-induced
cough

2 It usually begins within one week of instituting therapy, but
the onset can be delayed up to six months.

J It typically resolves within one to four days of discontinuing
therapy, but can take up to four weeks.

J It generally recurs with rechallenge, either with the same or
a different ACE inhibitor.

J It does not occur more frequently in asthmatics than in non-
asthmatics.

Complication of Chronic cough

Cough Syncope

Arterial hypotension
Gastroesophageal reflux
Urinary incontinence
Rib fracture

Headache
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Main Causes of Chronic cough

0 UACS (formerly called PNDS)

0 Asthma

0 GERD

0 UACS should be used instead of the term PNDS,
because it is unclear whether the mechanism of
cough is postnasal drip, direct irritation, or
inflammation of the cough receptors in the upper
airway

0 Postinfectious cough, ACE inhibitor

Classification of prolonged cough by
duration

Ex) Common cold, allergic rhinitis, acute

bronchitis etc.

s o % e
Ex) Postinfectious cough, asthma, subacute

sinusitis etc.

Chronic 8 0] At
Ex) PND, Asthma, GERD etc.

Dilemma I in chronic cough

0 Different pattern of etiology according to race or
nation

0 Progressive change of the conception and terms
for etiologic causes

— each country can adapt different guideline of chronic
cough

0 Possibility of mixed causes
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0 Gastro-oesophageal reflux associated cough and postnasal
drip induced cough, which are major causes of chronic
cough in Western countries, are very rare in Japan

0 Cough variant asthma and atopic cough are major causes

of isolated chronic non-productive cough in Japan

Adapted from Thorax 2003;58:14-18

Cause of chronic cough in Japan

Table | Causes of chronic cough In 165 patients in whorm disgosis was schirved by slficient diagnostic evaluation

Drsal caives
Single cause Frimary Secondary Total Total
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Rank HZINEY 5(1997, n=d6) NEIURE (1998, n=105)  TNAHIBE 5(1999, n=93)

1 PND(35%) PND(39.7%) PHD{52%)

2 Unknown(26%) Cough variant asthma(32.2%) Bronchitis({16%)
3 Bronchiis(224%) GERD{14.1%) Asthma(11%)
4 Cough variant asthma(17%) Bronchitis{5%) Others{%)

5 Uniknown{5%) PND+AsthmalB%)
6 miscellaneous{4%) GERD(4%)

PND - Postnasal drip
GERD - Gastroesophageal reflex dissase
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Adapted from Chest 1998;114(suppl)

2 3 unkngwi 133-815

Fig. 1. Number of causes of chronic cough per pa
tient

Adapted from &4/ & A/ Z 7/ 1998.18(2).222-231

Clinical and Pathologic Features of Eosinophilic Bronchitis Compared With Classical Asthma and Cough- Vasiant Asthma
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Dilemma II in chronic cough

0 Uncertainty and Complexity of clinical finding,
such as symptoms, sign and laboratory test,
suggestive of main etiologic cause

Silent disease can be a cause of chronic cough

U UACS - related to postnasal drip(PND) etc

0 allergic, perennial nonallergic, vasomotor rhinitis; acute
nasopharyngitis; sinusitis

4 Symptoms : frequent nasal discharge, a sensation of liquid
dripping into the back of the throat, and frequent throat
clearing — a cobblestone appearance & the presence of
secretions in the nasopharynx

4 However, postnasal drip may also be "silent”

0 GERD may also be "silent”

4 “Silent PND" or “Silent GERD”

Diagnostic tests for D/Dx of chronic cough

imethacholine, histamine §
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withe
Indic

TEUTEC Indicated for patients with suggestive history but

normal ENT examination

Asthma and cough variant asthma

1 Bronchial hyperresponsiveness (or airway hyperreactivity)
by bronchoprovocation test

a typically eosinophilic bronchitis

1 pre- and post-bronchodilator spirometry - false positive
rate:~33 %

0 methacholine challenge test - false positive rate : ~ 22%

1 the best way to confirm asthma as a cause of cough is to
demonstrate improvement in the cough with appropriate
therapy for asthma (eg, one week of inhaled beta-agonist
therapy)




Diagnostic tests for D/Dx of chronic
cough

2 Cough reflex sensitivity test :

O WALO|H & 0b ethanold] 102M0| EIS & =0JM stock solutionF THEO| Fdt 20
o HIHI WA YU Y Y2ANYLE YT E A4S
O 25uM SESE AES0] 38 2HH02 55§ by F7HAI7|TA soopM EET
%] dosimeter§ B31¢] Zt oict 12 ZYUAMY
O & Wg deHM B SUSES 80 EY ¥ 21 2UNEAS 7H U+E
1%
0 BY ¥ 21Y0 53 oY REEE HHEE(G M)
2 Echocardiography
2 Bronchoscopy
a .. etc

Clinical guideline

Extensive Therapeutic
Diagnostic \'S Diagnosis
mRRIO3 speosch

Adapted from Respirclogy (2008) 1 {Suppl. &) S160-S174

D/Dx point of chronic cough in Hx & P/Ex

d The preceding upper respiratory infection Hx

- patient’s description of his or her cough in terms of its
character or timing

2 the presence or absence of sputum production

O PfEx:
- Cobblestone appearance to the nasopharyngeal mucosa
- Postnasal discharge

- Drug Hx : ACE inhibitor, B-blocker




Postinfectious cough
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Increase in frequency during outbreaks of Mycoplasma
pneumoniae, Chlamydophila pneumoniae, and Bordetella

Postinfectious cough

o Management :
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o XIE: Erythromycin or Macrolide or e e
Sulfamethoxazole/trimethoprim
¢l aihalogic Features of Bronchitis Compared With Classical Asthma and Cough- Variant Asthma
CoughVarant
Features Eosincphilic Brenchitis Classic Asthma Asthma Atopic Cough
Cough. ofen assotialed with Dyspnea. cough.
Symploms lsclated cough Isciied cough
upper Ay sympkes whesze
Abopy Saenw o genenl popuiation Comemaon Common Cammen
A HI E OI | u} o Ai u }A‘ J I xl Alrwey bypemesponsieness Absant Prasint Prisent Absant
— _—_O0 0O O a Cough reflex hiypersensitivity Incessed Nomalorincreased  Normal arincreased morased
Response to bronchodiator Absant Good Geod Absant
l Response o commic csieroids Good Gosd® Geod* Good
Sputum eosinaphiia Ayt Usually Usually Usualy
Bronchial blopsy ecsincphilia Viey common Comemon Cemmon Commeon
Mast cells within airmay smooth
L] Yes Yes Usknown
muscle bundies
"When sputum eosinophia are present Adapted from Chest. 2006 Jan;iz9{1 Suppl 11654215




Cough variant asthma
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Eosinophilic bronchitis
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Atopic Cough

C

In 1989, Dr. Fujimura
Atopy predisposition :
Total IgE, specific IgE, positive skin test, Eosinophilia, specific allergic dz

o

Table 2.7 Diagnostic criteria for atopic cough (must fulfil
all criteria 1-8)

1. Dy cough for at least 8 weeks without wheezing or dvspnoea

2, Une or more findings suggesting an atopic predisposition’ or
induced sputum eosinophilia

s reversibility

airway responsiveness

Increased cough sensitivity

No response to bronchodilator therapy

No abnormal findings on CXR

. Normal pulmonary function

N e

Atopic Cough

O Bronchodilator- 20 S8

L Histamine H1 antagonist (ex azelastine HCI(azeptin), cetirizine(Zyrtec),
fexofenadine HCL(Allegra) )= S5 Y =&

(Efficacy rate 60%)

0 For complete relief of cough, Inhaled steroid

0 If severe cough makes treatment with inhaled steroids difficult, oral
steroid (Pred 20~3omg/d for 1~2wks)

a Dr. Fufimurat 20074 =2 0] A Atopic cough2} cough variant asthma
TEAZS FH AE 2N HEHY M S B FEs 2H0]7}
olon, X&EHo 22 AH 0| = X &7} Cough varant asthma EHALO A
HEH d4ezo 0B @0E s AR 22

Adapred from Thorae 2003; 55: 14-18

Other issues...

d GERD
a LPR (Laryngopharyngeal reflux)

o o




Gastroesophageal Reflux Gastroesophageal Reflux
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Gastroesophageal Reflux
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