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I'm Coughing my lungs up Doc
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Chronic Cough - pathophysiology

» Coughing is good for the
survival of the species

» Clear the upper airway of

. . h -
secretions: s
— Mucus, noxious substances, Supesior laryngeal nerve
foreign particles, and infectious Vagus ) nerve
organisms

« ltis a complicated process:
— Inspiratory phase

— Forced expiratory effort against
closed glottis

"""""

— Opening of the glottis with rapid (O
expiration(sound)

Chung KJ and Pavord |D Lancet 2008

Cerebral cortex
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Chronic Cough - pathophysiology

+ The cough reflex:
— Transient receptor potential vanilloid-1 (TRPV-1) is a capsaicin receptor

Diaphragm
Intercosial musclss
Largngaal musdes
Abdominal musles

%7
W7

Cough

Chung KJ and Pavord |D Lancet 2008



[ati uoc anaocyoAel..

KapdiayyelakéG: UTTOTOOT, APPUBUIEC, aTTWAEIX
aloBnoewv

AVATTVEUOTIKECG: TTVEUUOBWPEAKA, TPAUPATIOUO
Adppuyya

FaoTpevTePIKEG: €TTEI00DI0 [ Of1, KNAEC
OupOTTOIOYEVVNTIKEC: OKPATEIQ OUPWV
MuoOoKeAETIKO: pAcN HUWYV, KOTAYHATA
NeupoAoyIKEC: oTTaagpoug, TTovoKe@dAoug, AEE
O@BaApoAoyIKEG: evOOPBAAUIa aloppayia
AepHATOAOVYIKEG: TTETEXIEC, PNIEN TPAUUATWY
ZUCTNMATIKEG: AKATAOXETN £QIdpWON, AVopEcia,
£CaviAnon



e O¢Uc <3 eBbopadec
e Yroéuc 3 — 8 efdopadec

e Xpovioc > 8 eBéouadec



Chronic Cough — Age and sex are risk factors:

« A worldwide survey of 11 cough clinics (10,000 patients)
— Female preponderance
— Females may have heightened cough reflex sensitivity

al 1200 S 0 Male
1000 B Female
c 800+
n
=
o {.ﬂf-
ks
00
200+
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i — & M = 0w [~ m o O
(= [ | i [ | I | I =
=3 = = — == = = = A
e I T A - T =~
.'f'.gE group In years
FIGURE 1 Age and sex distribution of all the patients presenting 1o the clinics

Morice AH et al. ERJ 2014



Chronic Cough — Smoking and pollution are risk factors:

« Swiss smokers cough (SAPALDIA cross-sectional study):

TABLE 4

REPORTED PREVALENCES OF RESPIRATORY SYMPTOMS* IN PERCENT
(95% COMNFIDENCE INTERVAL) BY SMOKING STATUS

Mever-smokars Former smaokers Current smokars
(n=42209) n=2175) (= 3222)
Chronic cough 3.3 (2.8-3.8] 3.0 (2.2-2.7) 9.2 (£.2-10.2)
Chronic phlegm 4.9 4.2-5.5] 5.5 (1.5-6.5) 11.2 {10.1-12.3)
Chronic cough or phlegm 7.0 16.2-7.8] 7.5 (6.3-8.5) 16.7 {154-18.0)
Wheezing w ithout calds 4.014.2-54] 6.6 (5.5-7.5) 12,2 111.1-13.3)
Braathlessness during the day 5.6 (4.9-6.2] 7.2 (B.1-2.3) 6.0 {5.2-5.8)
Braathlescnass at night 5.2 i4 6-5.9] 5.7 (4.7-6.7) 4.2 {26-5.0
Breathlessness, day or night B.3(7.5-9.2] 10.7 (9.4-12.0) 8.5 17.6-5.5)
Current asthma 3.2 (2.7-3.7} 3.7 (2.5-4.5) 1.5114-24})
Dytpnea on axartion 22.5(22.2-24.8) 22.5(21.7-25.32) 21.5(20.9-33.1)
Chest tightness 134 (12.4-14.5) 16.1 {14 5-17.46) 144 {13.2-15.8)

¥ For exact definitions see Arresooc,

- Never smokers were found to have greatest risk of chronic
cough in response to environmental pollution

Zemp et al. Am J Respir Crit Care Med 1999



Chronic Cough — What are the most common causes:

+ Cough hypersensitivity syndrome (coined by Alyn Morice)

hfectous mycobactenal, pertuses-, fungal, and protozcal relited infoctions
Alrwgy disorders asthmia. NAES, bronchiedtais. o Cough Cironic bronchitis

rcidosk, apiration nd arway forsign bodies
[ REAX ACE INHIBITORS Lung parerchymal dsaes ersit g dseises, pumonary ypesnihl
syndrome. and sarcosdosss
Torr b o rkgan s kg s e
Iriaton of the external audtory meatus (the Amold reflex)

Uppe airway coug syrdrome alergic ané ronaliegic chintzy chrorc rhnosnusts,
ind GERD

NON-ASTHMATIC
e

Feophagel s GERD, ayrgaphayogea e, and ichaosophagel i
Drugs: ACE infibitors and [Mlockers
Airazy imtants tohacro smoke, dust. fumes. and chemicake

lyer YN and Lim KG Mayo Clin Proc 2013
Gibson P and Vertigan AE BMJ 2015
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2YNAPOMO BHXA YIEPEYAIZOH2IAZ

Xpoviog Brxac (didpkela >2 UAVEQ)

EAGXIOTN I KOBOAOU TTapaywyr TITUEAWVY

‘Eva n mepioodtepa epeBiopata TTPoKAAOUV EKAUGON
TOU BAXa (Kpuocg aépag, odiAia, @aynTto, OOUEQ)
EpéBioupa yia Brixa (yapyaAnTto r) ¢ayoupd) oTn
TTEPIOXN TOU pApuyya

AUCUEVEIC ETTITTTWOEIC TOU BAXa TNV TTO1I0TNTA
qwng

@eTIKA doKIyaaoia TTPOKANONC TOU AVTAVOKAQOTIKOU
ToU Brxa (1TTX Kawyaioivn)



2YNAPOMO BHXA YIEPEYAI2OH2IA2

e NevupomadnTlkn KATAoTAON

e AmnoppuBuion TRP (Transient Receptor Potential) umodoxewv
(TRPV-1, TRPA-1)



ERS TASK FORCE REFPORT
COUGH

Expert opinion on the cough
hypersensitivity syndrome in
respiratory medicine

Alyn H. Morice', Eva Millgvist?, Maria G. Belvisi®, Kristina Bieksiene®,
Surinder S. Birring®, Kian Fan Chung® Roberto W. Dal Negro?,

Peter Dicpinigaitis®, Ahmad Kantar®, Lorcan P. McGarvey'",
Adalberto Pacheco'', Raimundas Sakalauskas* and Jaclyn A. Smith'

Fiir Recnir | 2N14- £ 11371148 ne 1N 1183/N9NT 1934 NN7F1841
EUr K L 1 1a2=1 148 Ol 1T0.1183/090319346.002 1861

Debate
e POAoc twv PPIs og untoPia maAwdpopnong
e O¢fon Twv per os otePoebwV otn dltayvwon Brxa pe nwowvodAko urtoBabpo
e Mnyaviopog Brixa pwvitdag



H ortioBoppvikn €kkplon (postnasal drip syndrome - PNDS)
LETOVOUAOONKE o€ gUVEPOLO BrXA TWV AVWTIEPWV
agpaywywv (upper airway cough syndrome - UACS)

H un aoBuatiki nwaowodlAikn Bpoyxittda avayvwpiodnke ca
ouvnOnc attia xpoviou PrRxa

O bomaBng BAxag petovopuaodnke oe aveénynto Brxa

2uvbpouo unepevalgdnaoiag xpoviou Bnxa




Table 1. Causes of Cough Syncope

Cardiovascular
Carotid artery stemosis
Sinus arrest
Constnctive pericardifis
Neurological

Amold-Chian malformation
Postenior cramal fossa meningioma

Autonomic dysfunchien
Fespiratory

Obstructive sleep apnea

Smoking




Chronic Cough — How to treat?

+ We often treat the 3 most common causes:

— Asthma

— Upper airway cough syndrome (post nasal drip)

— Reflux

«  We often do not treat long enough.

+ Patients don't always get better!

Gibson P and Vertigan AE BMJ 2015



CRC Is defined as a cough persisting for longer than 8 weeks that remains

unexplained after investigation and therapeutic trials conducted according to 0 (V] (V]

practice guidelines

CRC should only be diagnosed after thorough assessment at 2 cough clinlc o
Assessment should include the cough severity visual analog scale, cough o o
quality of life questionnaires, and ambulatory cough monitoring

Objective testing of bronchial hyper-responsiveness and eosinophilic
bronchitis or therapeulic corticosteraid trial

Speech pathology

Inhaled corticosteroids are not recommended for patients with negative tests
for bronchial hyper-responsiveness and eosinophilla

Gabapentin

I <

Deal with patient stress and concern

Treat exacerbating factors

Minimize drugs

Emplric trial of inhaled corticosteroids

Emplric trial of proton pump Inhibitors/consider reflux as a cause

Antitussive therapy with narcotics

(<



EpwtnuatoAoyla

» Cough-specific Quality of life Questionnaire
= Leicester Cough Questionnaire
= Burden of Cough Questionnaire



APPENDIX 1: Leicester Cough Questionnaire. @ 2001

1. In the lost 2 weaks, have yvou had chesi or stamach poins os o result of your cough?

] b 3 4 5
Al of the tma et of the frme A peod bl of he time Some ol the Sme & |le ot fhe hme
- In the last 2 weaks, hava you been betharad by sputum [phlegm| predudtion whan you cough?
| e 5 4 X
Ewmry time et times Egwnrl Himed Some imes Crosianaly
. In the last 2 weeks, have you been fired bacouse of your cough?
1 K 3 4 -]
Ml ef the dme tAost of the 1ime 4 good bl of the time Same of fhe ime A [nle o dee lime

. In rhe losr 2 wesks, have you el in conral of youd cougnt

1 ¥ a 4 S
Powrez iof this iz Hordly any of the time A lisle of the me Safma of dea i Agood kit of the tma

. How often during the lest 2 wesks hove you feft embeorrossed by your coughing®

1 2 3 4 5
Ml wf ih firea Fheai of thie e A good bl of the tire Some of the tima & File od the time

. In the kast Z weeks, my cough has made ma fesl anxious

1 1 3 4 3
All al the sira e el the tiea A geod Bt of the tirmes: Sams of B lima & [Hle o thea tims

. In the bast Z weeks, my cough has interfered with my job, or ather daily tasks

1 2 a 4 5

Al ot the ima Mot ot the fre & good bit gfthe e Some of e time A [l of e fime
. In tez bast 2 weeks, | ialt thet my covah imerdfared with the everall enjoyment of my life

1 7 3 4 5

Ml of the dma bt of thie dme & good b of tha iime Some of fhe time i [ithe of the fime
. In the last 2 weeks, exposure fo points or fumes hes mode me cough

1 2 3 i a

Al af the ime rosl of the tme A good bt of the e Some of fhe fime A liile o s lirne

100 I the leeed 2 Ll.HLr.I hne yoar rn-"ﬂ"l rarturhmr L r.||-H-|r|-!

1 1 3 i S
Al af tha tme rosi of the tea & good b of the tree Sama of tha limae & [tia e sha fime

&
Herdly amy ot the fma

4
Ry

b
Fardly ony of e ime

b
ot ol e Fm

4
Hardly oy of e time

Hardly oy o the time

]
Hordly oy ol e hme

&
Hardly ory i e fime

E]
Hardh oy ol ine ime

&
Hardhy ey of thw tima

This questionnaire is designed 1o ossess the impod! of cough on various ospects of your life. Reod each question corefully
and answer by CIRCLIMG the résponsa thot best opplies to you. Pleose onswer ALL guestions, as homestly s you can.

Fong of fe hme

Pdaree o B e

All of the fime

e o et Fime

Plcre of the tma

Fone cf the hma

Mone of e ime

ez o dmee Hime

Merm ef Hia s







Investigate
and freat

A cause of

i
£
g

v

Smoking
ACEI
Sitagliptin

Nasopharyngoscopy

* Allergy evaluation or empiric treatment
Asthma

Ideally evaluate:

* Spiromalry

* Bronchodilator reversibility

+ Bronchoprovocation challange

» Allergy evaluation or empiric treatment
N thmatic Eosinophilic Bronchiti

(NAEB)
Idaally evaluate:

# Sputum eosinophilia

» Fraction exhaled nitric oxide (FENO)

# Allergy evaluation or empiric treatment
Gastroesophageal Reflux Disease (GERD)
Physiclogic testing for refractory patients
Initial treatment to include:

* Mora than acid suppression

No response at
4-6 weok follow

up

w




* Check for red flags ™and address them — see Red
Flags box
* Optimize therapy for each diagnosis
« Check compliance during regularly scheduled and
frequent follow ups (assess for patient barriers to
enactment or receipt of instructions)

* Due to the possibility of multiple causes, maintain all
partially effective treatment

.hctora i =

* Routinely assess cough severity & quality of life with
validated tools

* Routinely follow up with patient in 4-6 weeks

* Consider a referral to a Cough Clinic for refractory cough

Masopharyngoscopy

= Allergy evaluation or empiric treatment
Asthma
Ideally evaluate:

= Spiromatry

*= Bronchodilator reversibility

= Bronchoprovocation challenge

= Allargy evaluation or ampinc treatment
N i tic Eosi hilic B hiti

(NAER)
Ideally evaluate:

= Sputum eosinophilia

» Fraction exhaled nitric oxide (FEMO)

= Allargy evaluation or ampinc treatment
Gastroesophageal Reflux Diseasae (GERD)
Physiologic testing for refractorny patients
Imitial treatmant o nclude:

= Mora than acid supprassion

-
E

w

Further Investigations to consider
= 24h esophageal pH f Impedance monitoring
= Endoscopic and/or videofluoroscopic swallow evaluation
+ Barium asophagram / Modified barium swallow
* Sinus Imaging
= HRCT
= Bronchoscopy
= Cardiac Work-up (ECG, Holter Monitoring, Echo)
= Erwironmental / Occupational Assessment

= Considaer uncHmmon Causes
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Upper Airway Cough Syndrome (UACS)

What is UACS?
UACS, secondary to a variety of rhinosinus conditions,
is the most common cause of chronic cough.

When should you consider UACS?

— Because the signs and symptoms are nonspecific,
a definitive diagnosis cannot be made from history
and physical examination alone.

— In 20% of cases, patients are unaware of upper
airway symptoms.

— Diagnosis of UACS is determined by considering a
combination of symptoms, physical findings, sinus
imaging studies, and, ultimately, response to
therapy.

\\\\\\\\\\\



PNDS

Acute bacterial sinusitis
Acute fungal sinusitis
Allergic rhinitis

Non-allergic rhinitis

Non-allergic rhinitis with eosinophilia (NARES)
Occupational rhinitis

Postinfectious rhinitis

Rhinitis due to anatomic abnormalities
Rhinitis due to physical or chemical irritants
Rhinitis medicamentosa

Rhinitis of pregnancy

O O 0O 0O 0o 0o o o

Vasomotor rhinitis



OroBoppLViIKn EKKPLON
AmteuBelac epeBLopoc

DOAeypovi Twv UTTOSOXEWV TOU BAXA TWV AVWTEPWV
QLEPOLY WY WV



2UVOPOUO BrXOL VWTEPWV ALEPOYWYWV

“Yav katL va otalel oto Aalpo” np avaykn va koBapLoteL o
AQLUOC N pViIKN cupudopnon/katappon

OEPATTEVUTIKA :

AVTUOTOMLVIKA o' yeviac/amocuudopnTikd
Pwika koptikootepoeldn 2-8 eBOouadec
PO spray BpwuLtoUxo patpornLo

Eav n aywyn amotuyel..CT.. xpovia ypopitida



Gastroesophageal Reflux (GERD)

e Chronic cough due to GERD can occur in the
absence of acid reflux; therefore, the general term
reflux disease should be used.

* Gl symptoms may be absent in up to 75% of cases of
GERD-related chronic cough.

* 24-Hour esophageal pH monitoring is the most sensitive
and specific test in linking GERD and cough in a cause and
effect relationship, but it has limitations.

- There is lack of agreement on how to best interpret.
- It cannot detect non-acid reflux events.

lllllllllll



Bixac HETA OO YEVU U, KOATA TNV OALA, HETA TNV adUTIVLON
KaBaplopa Aatpou, Bpayyxoc, aicOnua EEvouv cwuotoc
Kavoocg, avaywyn

75% kowveva cUpTwa oo ME2

Xpovikn cuoxetion naAwvdpopnonc/Brixoa dev eivat otaBepn



e Enibpaon ofcoc otov olcodayo mou SLleyelpeL HEOW
TIVEULOVOYQOTPLKOU TO 0LoOPayo-TPAXELOPPOYXLKO
QVTAVOKAQOTLKO BrAxa

e Mwpoelopodrioelc oto Aapuyyodapuyya Kol 0To
TpaXELOBPOYXLKO OEVEPO

Aapuyyoapuyyiko avatavakAaotiko (LPR) n eéwotco@ayiko GERD



e 24wpn kataypodn pH otcodpayou
e Owodayoypadia e BapLo

Epucsoa

e Aapuyyookomnon : Aapuyyitida, SLoykwon, epuBpotnta,
oldnua onicBlov Adpuyya

e QOuoodayookomnon : owocodayitida, olcodaylko EAKOC,
OTEVWON




AlciTNTIKEC TTAPEUPACTEIC- aAAayEC OTN BIATPOPI) KAl GTOV TPOTTO
{wnc: ( 3 yeupata xaunAwv Airapwy 459 uwnAig TTPWTEIVIKAC agiac,
2 WPEC TTPO KATAKAIONE, ATTOQUYN TROQWVE TTOTWYV TTOU TTRPOKAAOUV
¥AdAaon TOU KATWTEPOU olgo@ayIKoU OQIYKTHpd —avBpaKkouxa
OIVOTTVEUMATWON)

@£on Tou aoBevouc KAaTd TNV KatdkAion: 10cm uwnAoTepd n
KEQAAR

DapHAKEUTIKR aywyn: MNpokivnTIKO TTapdyovta (LUETOKAOTTPAMION)
KaTtaoToAn TNE YAOTRIKNC EKKPIONG-OVACTOAEQ TNE AVTAIQC TTRWTOVIWY
(8 eBdOouaAdec), H2 avraywvIioTEG, avTIoLIva

2UVEXICETal 3 PAVEC TOUAQXIOTOV META TNV UPECN ToU Brxa
KaBuoTépnon avtammokpiong Ewe Kal 6 MAVEC META TNV Aywyn

H ANOYZIA ANTAINOKPIZHZ AEN AMNMOKAEIEI TH NOZOQO!!!



e Elval duvato va umapyet Bixac xwpic kavooc...?
e To Bapoc oxetitetal...?

e Apkel évag PPI...?



Gastro-esophageal reflux triggers the cough pathway

« Reflux irritates cough receptors (even if no Gl symptoms)

« Sensory receptors in the esophagus form part of the afferent limb
of an esophageal tracheobronchial cough reflex

- Even saline (without acid) can cause cough in patients

NO. OF COUGHS WITH SALINE M F COUGHS WITH HCI

s el i I [ —— L 1 - A - S—
LUN T RUL S

Figue 2. Results of distal esophageal acid perfusion testing, comparing the number of coughs pracipated by
saline and acid in patiams with that in contml l.uh-|&|;ﬂ

Ing et al. Am J Respir Cnt Care Med 1994



Weight correlates with cough severity

Basalina Krcal

3000

2800 -

2000 +

1600 -

1000 -

500

Being overweight is a risk factor for gastro-esophageal reflux and

cough.

High calorie and fat diets associated with worse baseline cough
scores in a small weight loss clinical trial:
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Smith et al. Cough 2013




Weight loss has been shown to improve cough severity
scores

« Weight loss effectively treats cough symptoms in GERD even in
absence of PPI

140 = 1 T
lu___‘_‘_‘__
120 o~ a T
;—_:_}
— ——
= 100 E—g -— .
5 04 — e
g iy t\_—'_'—_l-l—._-_l__-_.I
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LLE — . —
A0
Basaling End of Bkl Erd af
B Study

EF Pationie RO Patiants

- Each arm had a significant change in a cough questionnaire score
of 3.6 units or 2.5 units

Smith et al. Cough 2013



What about the role for acid suppressing medications?

Chronic Cough - PPI

Clinical Trial: High-Dose Acid Suppression for Chronic Cough: A
Randomized, Double-Blind, Placebo-Controlled Trial

» Chronic cough > 8 weeks, non smokers and no asthma
+ Baseline 24h pH study, methacholine challenge test, laryngoscopy
+ Esomeprazole 40 mg bid or placebo 12 weeks

« Primary outcome cough-specific quality of life questionnaire (CQLQ)

Shaheen et al. Aliment Pharmacol Ther. 2011



Chronic Cough - PPI

+ No difference in cough questionnaire between the groups at 12 weeks

70

CQLQ score
I =Y [ ] L]
(=] L] (=] L]

(=]

(o]
=

p=03

p=20e1

PPI
(n=22)

®m Baseline
= End of ireatment

Placebo
(n=18)

Shaheen et al. Aliment Pharmacol Ther. 2011



Proton pump inhibitors have a strong placebo effect

« Mixed results in the randomized controlled trials with strong
placebo effect of PPI therapy particularly in patients with normal
esophageal pH.

Patients with pathological esophageal
100 acid axposure
O Omeprarole 40 mg once daily for B weaks
{n=21; first perod of crossover sludy =
© Omeprazoie 40 mg twice daily for § weeks
{n = 53"

@ Omeprazole £0 mg twice daily for 12 weeks
u lirmit of poteribal LR

Terapeuss an @ Esomeprazoles 40 mg beice daily for 12 weeks

{n =17, mean of severity and frequency scon ™
@ Ranitidne 150 mg once daly for § wenks
= (n= 24, firel period of crossoves sledy |

O Global sverage (nat weghted acoonding io
samgle site conbiibons, bars represend range )

Therspeuss gam (%)

Ly Patients with normal esophageal
Acsd aEpoOsUrD

— p Escmeprazoie 40 mg twice daily 1or 18 weeks
L= A= 19 most were pH-melry negatiee)"

§ - . —i Wb Esomeprazoie 40 mg twice daily for 12 wesks

{n= 23 all pH-metry negative. maan of seventy
and frequency score ™ *

o 1 W‘ﬂ 50 & 70 M0 W tmﬂMImmwlnmmghﬂmlm
Placebo resporme (%) o sample MEe contibutions. bars repressnt range |

Kahrilas et al. Chest 2013



Chronic cough and reflux:

« Any trial which included weight loss and/or lifestyle modifications
had greatest impact.

- One such RCT showed that lifestyle modifications (elevate head of
bed, no food for 2h before bed, avoidance of fatty
meals/alcohol/caffeine/tobacco) and weight loss counseling
worked in PPl and control group:

Table 3. Treatment effects within each group

Conirol PA PA vs Coninol

Ouicome n Change Cl95% Pvalue* n Change ClI#5% P walue* P-valuet
Primery
Tolad Reflux Score 19 b= |25 O6=127 LI R) 18 9.7 = 111 d2=152 iz 0l
Sig Gillobal lmprovement 18 S0.0%% 21=T1% MA 15 53 1% He=T5% MNA 1.0
Secomdary
Reflux Severity 19 30=a61 0160 g 18 47 %52 21-73 il 038
Reflux Frequency 19 i6=171 032-70 i % 50 =70 15%% B 055

Steward DL et al. Otolaryngol Head Neck Surg 2004



Chronic cough and reflux:

« ACCP updated guidelines 2016:

Summary of Recommendations and
Suggestions

2. In adult paticnts with chronic cough suspected to be
due to reflux-cough syndrome, we recommend that
iremiment include (1) diet modification (o promote
weight loss in overweight or obese patients; (2Z) head ol
bed clevation and avoiding meals within 3 hours of
bredtime; and (3) in patients who report heartburn
and regurgitation, proton pump inhibitors (PPLs],
Hz-recepior antagonists, alginate, or antacid therapy
sufficient to control these symptoms (Grade 1C).

Summary
+ Healthy weight loss

- " 1 [ ]
Summary of Recommendations and

Sugpestions
L=

3. In adult patients with suspected chronic cough
due to reflux-cough syndrome, but without
heartburn or regurgitation, we recommend against
using PPl therapy alone because it is unlikely to be
elfective in resolving the cough (Grade 1C)

« Lifestyle modifications and reflux precautions
« PPl if the patient has heartburn or regurgitation symptoms

+ No PPl if no Gl symptoms

Kahnlas et al. Chest 2016



A2OMA

Xpovio gnpo Prxa
MeTaBaAAduevn aTé@pain Twyv
agpaywywy Kal BpoyxIKn
UTTEPAVTIOPACTIKOTATA

Eo gpAeypovi TTTUEAWY,
UTTOPBAEVVOYOVIOU XITWVA TWV
agpaAywywyv

Augnon NO oTov EKTTVEOUEVO
aépa

AvTigeTwtrion: KopTtikooTepoeidn ,

LABA, avTiAcukoTpIéviq,

HQZINOQINIKH BPOIXITIAA

= EvoxAnTiké¢ Brixag UTTOPEI Kal
TTAPAYWYIKOC

= ATtroucia BpoyXIKAS
UTTEPAVTIOPAOCTIKOTNTAC

= ApvnTikA dokKIpaoia TTpoKANoONC
ME IOTAMIVN ] HETQXOAIVN

= EO @Agypovh TTTUEAWY,
UTTORBAEVVOYOVIOU XITWVA TWV
agpaywywv

AvTigeTwTTIoN: KOPTIKOOTEPOELIDN



ANAZTONEI2 MEA

2-33% TWV acBevwy 1ToU EAaBav AMEA -
gnpPo Bnxa

Epeavion | Wpeg- MAVEG META TN ANWN
BeAtiwon 1-4 eBOopadec HETA TN SIAKOTTA
Mnxavionog: avacToAr atmodounong
Bpadukivivng Kal TTRPOCTAYAAVOIVWY OTOUG
AEPAYWYOUC KAl AMECO EPEBICUO TWV
utTToBOoXEWYV TOU BrXa



METANOIMQAH? BHXA2

11-25% TWV a0BeVWYV E ETTIHOVO Brxa

2UvnRBwc uttoguc 3-8 £BOONADEC, I0TOPIKO AOIHWENC
AVATTIVEUCTIKOU QUOIOAOYIKN a/a BwpaKa

25-50% Mycoplasma pneumoniae 1 Bordetella pertussis
(KOKKUTNC- UAQKWONC Brixac 4-6 eBOouddeC)
MnxavioHog: @Asyovr BpoyXIKou eTTIBnAiou-KaBIioTd
TOUC UTTODOXEIC TOU BriXa EUKOAOTEPQ EKTEBEINEVOUC OE
EIOTTVEUOTIKOUC £PEBIOTIKOUC TTAPAYOVTEC- PAUAOC
KUKAOC

O¢eparreia: KOKKUTNG-UAKPOAIDN aTa apXIKd oTtddia
Eiotrvebuevo ITTpaTPOTTIO,

EioTTVEOUEVA KOPTIKOOTEPOEIDN,

KevTpIKWS dpwvTwy avTiBnXIKA -Kwdeivn



NEOIINA2MA TINEYMONQO2

2uvnen aitia

MAeupITIKA cUuAAoyn —8InBnon tu

AInBnon TTapeyXUHATOG

MeyaAo tu evdoBpoxika

BrAxac petd Tnv akTivoBoAia XnueloBepartreia
[Nepikapdiakn diInnon

Aepayyeiakn diaoTropad

MIKpOEHPBOAEC

Tpaxelooicopayikn fistula



AVTIMETWTTION cuvABWwY QITIWV BAxa

Aoknioei¢ KataoToAng PrAxa(2C)

Evromi{ouevn evooBpoyXIKn vooog. EvOooRpoyXIKn BpaxuBepaTreia
(Exel TTPONYNBEI XeIpoupyIKh avTIHeTwWTTIoN, XM®,akTivoBolia) (2C)

AVTIBNXIKd (KevTplkwe dpwvTa) —Butamirate , linctus, glycerin-based
linctus(2C)

OTmoeidi(2C)

AVBEKTIKO O€ OTTIOEION PrXa —TTEPIPEPIKA dpwvTa avTIBnXIKd
(levodropropizine-levo-tuss, moguisteine, levocloperastine,sodium
cromoglycate) (2C)

ToTTkd avaloenTiKd neb lidocaine/bupivacaine, benzonate
(Ungraded)

ATTOTUXIO TWV TTApATTAVW- diazepam, gabapentin, carbamazepine,
baclofen, anitriptyline, thalidomide (Ungraded)



TABLE 3 |

INndicative Doses for Antitussives,

DCemulcents, and Topical Anesthetics™

Ml e amti o

(= b Lo

Simple linctus
Dextromaethorpham

Codeines
Prholcodimne

Morphine (Oramorgh )

Diamorphimne
Methadonmne limncous

Dihydrocodaeimnae™
Hydrocodonea

Imnhaled crormoglwces tes
Levadropropizina®™
Mogulsteine"
Levocloperastina"™
MNebulized lidocaine”®
Maebulized bupivacainae®
Benzonatate”
Preadnisoclona

S mbl tid or gld

10-15 mg tid or gid
(1LO-30 mig Im Ssorme
Ppublications, maximuaom
dose of 1L20 mgsd)

20-60 mg qgid
10 bl gid

5 Mmg (single-dose trial of
Oramorph; If effective
5-10 mg slow-release
morphimne bid)

S5-10 g
subcutanecously /2 hr=s

Sinale dose 2 mig (2 mbL
of 1 mg/s/mML solutiomn )

10 mg tid

5 mg bid

10 mg gid

75 mg tid

100-200 g tid

20 rmg tid

5 mL of O.2 tid

5 mL of O_25%4 tid
100-200 g qgild

20 mig dalily for 2 wic

CHEST APRIL 2017
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Chronic cough and obstructive sleep apnea in a community
based pulmonary practice

Krishna M Sundar, Sarah E Daly, Michael J Pearce ,William T
Alward

Cough 2010 6:2

KoivoTtiké kévtpo Utah HIMA

44% Trou TTapaTTrENONKav yia xpoévio BAxa éracyav amé ZAAY
[uvaikeg, TTaxuoapkeg, poxdaAilav, cupttwpara MOMN

Mnxaviopég: Augnon Tng dia-dia@payHaTiKng TTiEONG KATd TN
O1dpKeIa TV aTtTvolwy, evoéxeTal va emideivwvel T FOMN
DAeypovi) AVWTEPWYV AEPAYWYWYV TTPOKAAEI poXaANTO Kal ATTVOIEC
H epappoyrl CPAP odrijynoe oe Taxutartn BeATiwaon Tou Brxa



Elopodnon EEvou ocwpatoC ... Bpoyxookdmnon
Xpovia SLoykwon apuydaAwyv ... auvydaiektoun

2TIAVLEC AOLUWEELC - TiepLBaAAovTikol BaolOLOpUKNTES
... VTIULUKNTLOOLKA

Cough Reflex by Ventricular Premature Contractions

Akio NmMmrL! MD. Yasuki KIHARA - MD. Yoshivuki SUMITA.® MB.
Yoshiaki OxaNoO.? MD. Keiichi TAMBARA.® MD. and Masatoshi Funta.? MD

SUMMARY

A T2-year-old man was refemred for further assessment of a chronic cough. He noticed
an association between the episodes of coughing and palpitations. Electrocardiography
(ECG) revealed normal sinus rhythm and sporadic unifocal ventricular premamre conftrac-
tions (VPCs). Each cough was preceded by a premanure beat. Continuous wave Doppler
echocardiography revealed a VPC-induced transient increass in the pulmonary artery
blood flow. He was successfully treated for VPCs with oral disopyranmde. resulting in
subsidence of both the coughing and palpitations. We suspect that the VPC-induced
hemodynamic changes in the pulmonary circulation might be responsible for coughing in
owr patient. Premanue contactions should be considered as a possible cause of chromic
dry cough in the chmcal setting (Int Heart J 2005; 46: 923-926)




O2TEOINA2TIKH TPAXEIOBPOIXOIAQEIA

EmiTrTwon:1/125- 1/6000
Xovopiva ) oaTéiva
utToBAevvoyovia olidia Tou
TPaxeloBpoyxIkou OEvOpou
54% xpovio BRxa

Aiayvwon:
BpoyxooKoT1Tnon




Approach cough with an algorithm:

Evaluation of subacute or chronic cough in adults

v

v

¥

v

History; physical exam
suggest pest-nasal drip,
asthma or GERD

parenchymal disease

History, physical axam do not strangly
suggest cause or do suggest pulmonary

¥

I ;

Caugh
resolved

Cipugh
persists

Purulent spubum OF
Smcker OR
AZE imhibitor traatmant OR
Trnmunoosmpremised host

¥

Evaluata and treat arcordingly

(=g, antibiotics; smoking
cassation) stop ACE inhibitor)

3

Ot <

[
Mormal {or old m
unrelated abnommality) I ‘

Cough Cough
pETSists resolved

Evaluato basad on the nature af
the radicgraghic abnormality

v

Cough
persists

Cough
resalvied

Y *’

Sequarntially treat (or avaluata] for the moct common causas of cough®:
= Upper airrnay cough syndrome {allergy skin besting, sinus CT)
® fcthma [PFTs)
= Mon-asthmatic sosinophilic bronchitie (sputum sosivophilis)
= GERD | asophageal pH monitoring)

¥

Treat sccordingly

G o]

Evaluate for lecs commaon conditions (eg, sputum becks,

HRCT scan. esophageal pH probe monitoring.
esophagoscopy, flexible bronchoscopy, cardiac studies]

v

| Tieat accerdingly |
|

Coo e

Unexplained chronic cough




Chronic cough - definition:

L

CHEST Expert Cough Panel:

— Unexplained chronic cough:

— Refractory chronic cough:

1. In adult patients with chronic cough, we suggest
that unexplained chronic cough be defined as a cough
that persists longer than 8 weeks, and remains
unexplained after investigalion, and supervised
therapeutic trial(s) conducted according to published
best-practice guidelines (Ungraded Consensus-Based
Statement).

Gibson P et al. Chest 2016, 149(1):27-44



Kupiw¢ YUVAIKES, KOVTA OTNV
EMMNVOTTOUCN

YWwnAd etTitreda dyxoucg Kal
KATABAIWNC

AUZNUEVO ETTITTOAACHO QUTOAVOC WYV
TTaBnoewyv

AIATNQ2H E= AMNOKAEIZMOY



ACCP proposed algorithim:

/ \
Caraiul revienw of it
pricr o refermal

| —————

Considering the followimg

Army rEmaird rg
imvestigations to e
undartakamn?

| TES
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Oihesr Inwesiigation(s)
rasiew with resulls and
ireat a= mndicatsd

Recmail o
clinical trial

k3
T g g =
Intervention S e s cough chnic

Gibson P et al. Chest 2016; 149(1):27-44




Chronic cough - guidelines:

Summary of Recommendations and

Suggestions

3. In adult patients with unexplained chronic cough,
we suggest a therapeutic trial of muoltimodality speech
pathology therapy (Grade 20C).

4, Tn adult patients with unexplained chronic cough

and negative tests for bronchial hvperresponsiveness

and eosinophilia (sputum eosinophils, exhaled nitric

oxide), we suggest that inhaled corticosteroids not be
prescribed (Grade 2B,

5. In adult patients with unexplained chronic cough,
we suggest a therapeutic trial of gabapentin as long
as the potential side effects and the risk-henefit
profile are discussed with patients before use of the
medication, and there is a reassessment of the risk-
benchit profile at 6 months before continuing the drug
(Grade 2C).

&. In adult patients with unexplained chronic cough
and a negative workup for acid gastrocsophageal
reflux disease, we suggest that proton pump inhibitor
therapy not be prescribed (Grade 2C).

There is 1 good randomized controlled trial of 87
patients.

4 sessions of speech therapy vs healthy lifestyle
education

Table 2  Examples of strategies in the treatment

programmea

Componant Ex.umplu
Education Mo physiological benefit from cough; copacity for

\u|u'1h:|ry mugh con
Sirategies to  |dentify woming signs for cough ond reploce with
reduce cough  modified swdlow fechnigue, pursed lip breathing
exercie, or reloxed thioat breath

Reduce Imcrease hydrafion, decreose exposune fo irmfoting
hryrgeu| stimuli

i itation

Poycho- Inerruh';l'ng locus of control; occeptance that treament
educational is hard work; seffing reclistic gocls

counselling




Pulmonary Pharmacology & Therapeutics o (2017) 1-4

X

Contents lists available at ScienceDirect

PULMOIRARY
HARMACTHOCH

Il\lI

§ THEEA,

Pulmonary Pharmacology & Therapeutics

journal hamepage: www.elsevier.com/locate/ypupt |

Physiotherapy and Speech and Language therapy intervention for
chronic cough

Surinder S. Birring, MD ® ", Sarah Floyd, BSc , Charles C. Reilly, PhD
Peter Siu Pan Cho, MBBS *

A King's College London, Division of Asthma, Allergy and Lung Biology, London, UK
I Department of Physiotherapy, Kings College Hospital, London, UK



PSALT compongnts,

PSALTI component Technigue

Education Educate patients on chronic cough and cough reflex hypersensitivity.
Explain the negative effects of repeated coughing
Educate patients on voluntary control of cough

Laryngeal hygiene and  Increase frequency and volume of water and non-taffeinated drinks

hydration Reduce caffeine and alcohol intake
Promote nasal breathing
Cough control Teach patients to identify their cough triggers

Teach patients to use cough suppression or distraction techniques at the first sign or sensation of the need or urge to cough. These cough
suppression|distraction techniques include: forced swallow, sipping water and sucking swests.
Teach patients breathing exercises: breathing pattern re-education promoting relaxed abdominal breathing pattern technique; pursed lip
breathing to use to control cough.
Psycho-educational Motivate patients, reiterate the technigues and the aims of therapy
counselling Behaviour modification; to try to reduce over-awarengss of the need to cough
Stregs and anxiety management

Modified from Chamberlain-Mitchell et al. 18]

Please ite this article in press as: SS.Birring, et al, Physiotherapy and Speech and Language therapy intervention for chronic cough, Pulmonary
Pharmacology & Therapeutics (2017), http://dx.dot.org/10.1016/).pupt.2017.04.001



PSALTI TEXNIKEZ
Evnpépmgn EvnNUEpWTN yIA TO XPOVIO BAXA Kdl TNV
UTTEPEUAITBNTId TWV UTTODOXEWV .
EVAHEPWON YId TIC APVATIKES ETTITITWOEIC TOU BAXA
EvnUEpWaN YId TNV EKOUTIA KATASTOAR TOU Brxa
ngwﬁ KOl Al.'l;ncrn Mg noac’mmmg Kall Tng_gup@mmg ,
£VUBATWON TOU TTpooAnYng VEPOU Kal JNn KAQEiVoUXWwV Uypuv
Adpuyya Meiwon Tng TpoTANWNG KAPE Kal AAKOOA

Mpoaywyn pIVIKAC avaTTvong

"EAgyxoc¢ BRxa

ExTmraideuon otnv avayvwpion Tou TTROCWITIKOU
trigger Tou Brxa

ExTraideuon oe TEXVIKEC ATTOCTIACNS TNE TTPOTOXNS
Kdl KATAGTOANG TOU BAXA KATA TNV TTRWTN aiogdnon yia
avaykn prAxa: piain kararmoarn, vepo , YAEIQITZoUpl.
ACKNOEIC avdTIVORG: TEXVIKES XaAdpwang KOIAIAKN
avaTtrvon, KASIoTd XEeiAn

ZUMBOUAEUTIKN
puxoBepaTtreia

©%tTovTal Ol OTOYXO! Kal Td KivnTpa yia Trn BepaTtreia
TpOTIOTTOINCN CUMTTIEPIPOPAS, HE TTPOCTIABEIX
MEIWaONE TNS UTTER-EUAITENTOTTOINONGS TS avaykng yid
Frxa

Alayeipion Tou Avyouc Kal avnouyiac



Chronic cough - guidelines

Summary of Recommendations and
Suggestions

3. In adult patients with unexplained chronic cough,
we suggest a therapeutic trial of multimodality speech
pathology therapy (Grade 2C).

4. In adult patients with unexplained chronic cough

and negative tests for bronchial hyperresponsiveness

and eosinophilia (sputum eosinophils, exhaled nitric
oxide), we suggest that inhaled corticosteroids not be
prescribed (Grade 2B).

5. I adult patients with unexplained chronic cough,
we suggest a therapeutic trial of gabapentin as long
as the potential side efiects and the risk-henefit
profile are discussed with patients before use of the
medication, and there is a reassessment of the risk-
benefit profile at & months before continuing the drug
{(Grade 2C)

6. In adult patients with unexplained chronic cough
and a negative workup for acid gastroesophageal
reflux disease, we suggest that proton pump inhibitor
therapy not be prescribed (Grade 2C).

Cochrane
Library

Cochrane review of 8 primary studies,
570 participants

While ICS treatment resulted in a mean
decrease in cough score of 0.34
standard deviations, the quality of
evidence was low.

International cough guidelines
recommend that a trial of ICS should
only be considered in patients with
evidence of asthma or eosinophilic
pulmonary disease

Johnstone KJ et al. Cochrane Airways Group 2013



Chronic cough - guidelines:

Summary of Recommendations and
Suggestions

3. In adult patients with unexplained chronic cough, - .
we suggest a therapeutic trial of multimodality speech Targ Et neurona l pathways .

pathology therapy (Grade 2C). _ Gabapentln
4. Tn adult patients with unexplained chronic congh ;
and negative tests for bronchial hyperresponsiveness - PTEQ aba“n

and eosinophilia (sputum eosinophils, exhaled nitric

oxide), we suggest that inhaled corticosteroids not be

prescribed (Graie 28). « Target microbiome and inflammatory

5. In adult patients with unexplained chronic cough,

we suggest a therapeutic trial of gabapentin as long pathwaYS:
as the potential side effects and the risk-benefit A th .
profile are discussed with patients before use of the - Zl FOmYC|n

medication, and there is a reassessment of the risk-
bencfit profile at 6 months before continuing the drug
(Grade 2C).

- Target the cough reflex:
6. In adult patients with wnexplained chronic cough

and a negative workup for acid gastroesophageal _ AF-21 9
reflux disease, we suggest that proton pump inhibitor

therapy not be prescribed {(rade 2C).



H ykapnanevrivy (gabapentin) evBeikvural wc oupmhnpwparis Beponcio Ty
EOTIOKGV. ENIAMITIKAV Kpiogev ka1 o) Bepancia Tou nepipepikoU veuponaBnmikou
novou.



THE LANCET

Gabapentin for refractory chronic cough: a randomised,

double-blind, placebo-controlled trial
Dr Nicole M Ryan, PhDD, Surinder 5 Birring, MD, Prof Peter G Gibson, MBBS

Published: 28 August 2012

- 62 patients randomly assigned to gabapentin (up to 1800 mg daily
dosage) or placebo

« Chronic cough > 8 weeks
— All participants had previously been treated for asthma, reflux, and rhinosinusitis
— Excluded smokers, chronic lung disease, ACE inhibitor usage, purulent sputum

« Treatment protocol:
— 5 visits over 16 weeks
— Start at 300 mg and titrate up until cough resolved or side effects intolerable

- Primary outcome was a change in cough score from baseline to 8
weeks



Unexplained chronic cough — Gabapentin:

« Side effects were more common in the gabapentin group
- 31% adverse effect rate with gabapentin (vs 10% in placebo)
- 1 patient in each arm withdrew due to side effects

Gabapentin  Placebo
(n=17) (n=6)
Blurred visicn 1 (6% o
Depression o 1* (17 %)
Disorientation, confusion 2 (12%) o
Dizziness 3 (18%) 1 (17%)
Doy or very dry mouth 2 (12%) 1(17%)
Fatigue 3 (18%) 1 (17%)
Headache 1 (bm) o
Memory loss 1 (b%) D
Nausza, stomach pain 4 (24%) 2 (33%)
Data are number of events (%). n=total number of events associated with study
drug. *Possible comorbidity (present before study).
Table 2: Adverse effects

Ryan MM et al, Lancet 2012;380:1583-89



Gabapentin as a Potential Treatment for Cough Syncope
Clara HK Wu. Keith Gunasekara. James H Hull MD PhD. Andras Bikov MD.
Adrian J Morris FRCP., and Omar S Usmam PhD FRCP

RESPIRATORY CARE e FEBRUARY 2015 VoL 60 No 2

Table 1. Causes of Cough Syncope

Cardiovascular
Carotid artery stenosis
Simms arrest
Constnictive pericarditis
Neurological
Amold-Chian malformation
Posterior cramal fossa meningioma
Autonomic dysfunction
F.espiratory
Obstructive sleep apnea
Smoking




Unexplained chronic cough — Pregabalin:

Pregabalin and Speech Pathology
Combination Therapy for Refractory

Chronic Cough

A Randomized Controlled Trial

+ Random allocation to speech therapy plus pregabalin (up to 300 mg
daily) or speech therapy plus placebo for 14 weeks

« Enrolled 40 patients with chronic cough

Leicester cough questionnaire score
(Mean and 95% Cl}

.
1

[
1

= I - I -
| I S T I

— —=  h»
[= = I =
i i ]

Leicester cough questionnaire scores

P = 024®
F= 702

—— 8P + PREG
—=— SP + PLAG

T T
Baseline Posttreatrment Follow-up
Study visit

(Mean and 85% CI)
== M3 & I

Cough visual analogue scale score

s8se

=]
i

[ =T = = I =]
P

Cough severity

+— 5P + PREG
—a— SP + PLAC

Bazedine Posttreatrment Follow-up
Study visit

Vertigan AE et al. Chest 2016



Unexplained chronic cough — Pregabalin:

+ Side effects were more common in the pregabalin group

TABLES | Comparison of Side Effects Betwsen Participants Taking SP 4 PREG and Participants Taking 5P 4 PLAC

Side Cffect 5 + PROG 5 + PLAC Fualue
Elurrnd vigion 4 (20) 1[5} 003
Cogritive changes & (30) 1[5} = 001
Dirzinecs 9 (48] 1 (5} = 001
Ory mouth 2 (1) 1[5} 18T
Fatigue ¥ (35) 6 (30} 535
Headache o 2 [10) 0aT
Gastrointestinal 5(25) 7 (35) 197
Respiratory (eqg, shortness of breath, increased cough) 5{1%) J(L5) N5
Weight gain 5 (25) 1 (5} = .001
Cermatalegical 1(5) 2 (L0} 197
Sleep disturbance 0 (0} 2 (L0} 007
Fluid build=-up Z (10 1(5) 197
Tight leg and fest muscles/cramos 2 (10} 1[5} 1487

Al data are Moo (W) urless otherwiss indicatad. NS = nok significant. Ses Tack | and 7 legends for exparsion of other abbraviatuons

“ertigan AE et al. Chest 2016



Unexplained chronic cough — Azithromycin:

The Effects of Azithromycin in

Treatment-Resistant Cough

A Randomized, Double-Blind, Placebo-Controlled Trial

+ Randomized trial. 8 weeks of
treatment

+ Asthmatic patients included if had
normal spirometry and no
improvement with prednisone.

+ Treatment with azithromycin 500
mg daily x3 days then 250 mg
three times a week for 8 weeks

+  Primary outcome was change in
cough guestionnaire at week 8

TABLE 1 | Baseline Characteristics of Tral Subjects

Arithromycin Parm
(haracteristic {n=23 n=23
Age,” years 9.6 (11.0) 56.9 (9.0)
Female, % 73 64
BMI* kg/m* 28.3 (4.0) 27.8(5.2)
Smoking,” 0 (0-0) 0 (0-5)
pack-years
Asthma diagnosis Bf22 (36%) 11/22 (50%)
Reflux symptoms 6/22 (27%) 9/22 (41%)
Rhinitis 3722 (14%) 3722 (14%)
PD 3 6560.7 (0.6) 709.6 (0.4)
methacholine,” pg
LCQ score® 10.2 (3.3) 1L.5(3.1)
Cough severity 6.4 (1.9) 6.0 (1.9)
score”
Fexo,” ppb 21.1 (0.6} 17.3 (0.7)
Blood neutrophis,® 3.75 (3.25-4.6) 4.2 (1.6-5.1)
«10%1L

Hodgson D et al. Chest 2016



Unexplained chronic cough — Azithromycin:

TABLE3 | Characterstics of Clinical Responders
vs Nonresponders in the Azithromycin

Group

Responders Monresponders P
(harmcerstic n=11) n=10 Valus
Fermnale B (73%) B (BO%) )
Age,” years 59.1(12.6) | &0.5 (10.1) B2
BMI,® kg/m® 30.9(3.1) 26.3 (2.6) < 01
Asthma 7 (5a%h) 0 (0% < .01
Reflux 3(27%) 2 (20%) )
Rhinitis 1 (9%} 1 (10%) 04
Baseline LCG* 10.0 (3.0} 10.0 (3.9) .1
Baseline C55° 6.4 (1.8) 6.7 (2.2) 72
Baseline Fesa® 20.3(0.58) ( 20.3 (0.54) .1
Baseline sputum 3.7(23) 3.6 (2.1) A

scom”

Daz are presantad 2 Mo, () unk=s indimtad othenwize. See Table 1 and
? lecands for exparsion of abhrevations

“Maan D).

FGeomatric maan (ag S0).

Changa in LCO sooro

I

W Azthromycin i =21)
W Placebo n=21)
NS
—
Mo Asthima

Asthima

Hodgson et al, Chest 2016



Unexplained chronic cough — Emerging therapy options:

P2X3 receptor antagonist (AF-219) in refractory chronic
cough: a randomised, double-blind, placebo-controlled

phase 2 study

Rawid Abdulgowi, Rache Dockry, Kimberley Holt, Gary Layton, Brece G McCarthy, Anthony P Ferd, jadvwn A Smith

+« P2X3 receptors are expressed by
airway vagal afferent nerves

+ These receptors contribute to the
hypersensitization of sensory
neurons.

+ Activation could lead to chronic
cough.

+ AF-219 is an oral P2X3 antagonist

0K & Placeho
i * AR-119
o Intent i to-treat
50— — |ntention:to-irest
* and pra-provocol
250
£ *
E |
= Y
o100 = \
2 \
g o \
£ o t
g N,
= ] . W,
= =
= ]
g— E
[y =]
Placehn grop Placabagroup
[baseling| i bed)

Figure 2; Changes In o bjective daytime cough frequency from baseling to end of the treatment perod
Inmerition-ta-treat anabysts Included the blue and red data points, whereas the per-protoc ol indisded data in

resd oy

Abdulgawi et al. Lancet 2015




Summary and Take Home Points:

1.

Chronic cough carries significant morbidity and cost to our patients and
healthcare community

Asthma, upper airway cough syndrome (post-nasal drip), and reflux are
the most common causes of chronic cough

Trust your algorithm to guide your workup and treatment

The treatment of reflux cough syndrome involves diet, exercise, and
ifestyle modifications. Use of an acid suppressing medication should be
used only if dictated by Gl symptoms

Unexplained chronic cough is difficult to treat. Longterm inhaled
corticosteroids and acid suppressing medication are not recommended.

Consider speech therapy and gabapentin for unexplained chronic cough.
Talk with patient about risks of gabapentin
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