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WHY DOES THE PATIENT TURN TO THE ENT?

Because he fears a cancer!

Because the quality of life is worsened by the symptomes...

... Which are often associated with mood disorders

only 50% of patients also suffer from GERD

... but the treatment of GERD is often not that of LPR
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Review article: Diagnosis and management of
laryngopharyngeal reflux

Amanda J. Krause | Rena Yadlapati

1.
2.
3.

Lack of a diagnostic standard for LPR.

Definitions of LPR vary greatly between studies.

Patients with laryngeal symptoms require an average of 10
consultations.

. Approximately 6 diagnostic procedures are required for

symptom assessment.

. The average annual cost is about $5438 per patient.
. ALL THIS ALSO AFFECTS ANXIETY AND DEPRESSION



The "Costs" of an undiagnosed LPR?!?
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Would you deny "a priori" the diagnosis of LPR?



LPR IS A DISEASE IN ITS OWN RIGHT!!

- ETIOPATHOGENESIS

.+ CLINIC
- INSTRUMENTAL DIAGNOSTICS
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Review Article

Spotlight on; Nature, assessment, and
management of laryngopharyngeal reflux
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understanding of this condition, its precise incidence
and prevalence are unknown. An estimated 1-10%
of the general population have LPR symptoms, while
symptoms are present in up to 30% of patients
attending ENT (Lechien, 2023). Risk factors include
alcohol consumption, hiatal hernia, high body mass
index (BMI), and tobacco use (Sarug et al., 2012;
Spantideas et al., 2015). Identification of risk fac-
tors is problematic, because some risk factors may



Gastroesophageal reflux (GERD) consists
of the passage of gastric material into
the esophageal lumen and represents a
common physiological event in both

children and adults.

With no symptoms, signs and

complications no need for treatment!

On the other hand, a picture of
gastroesophageal reflux disease (GERD)
occurs when GERD is the cause of
esophageal (typical GERD) or extra-
esophageal (atypical GERD) signs,

symptoms and complications.




WE KNOW THAT...

 Esophagus runs //“‘\ Some authors show us that the
4 / f' \ esophageal mucosa is able to resist
Pressure causes < Sirusitia- J[ about 50 episodes of physiological reflux
— per day without damage, while the
| pharyngo-laryngeal mucosa can suffer
{,1“““&.& damage already after a single episode

(Posma et al. 2001).

Bronchitis,

) INCREASE
> oanhlydrase It now seems certain that a period of
stomach = {\ ' time of up to six months may be
g . .
of diaphragm 1 ‘ necessary for an "restitution ad
"f 1 A integrum" of the damage to the laryngo-

h I Belafsky et al. 2001
. Sintomi Extra-Esofageil pharyngeal mucosa (Belafsky et a )


Relatore
Note di presentazione
La mucosa esofagea esprime gli isoenzimi della carboanidrasi da I a IV. In pazienti con GERD, l’espressione di CA III è aumentata e si è pensato che ciò sia un meccanismo protettivo per aumentare la capacità tampone cellulare della mucosa esposta a reflusso. 
campioni di epitelio mostravano un’assenza di CA III, mentre tessuto laringeo del gruppo di controllo esprimeva ad alti livelli CA III (Johnston et al. 2004). I livelli dell’enzima nella commissura posteriore non sono stati signi cativamente differenti tra i due gruppi. La mancanza di secrezione mucosa di bicarbonato dopo lesioni da pepsina, in unione con l’assenza di bicarbonato salivare, lascia la mucosa laringea incapace di neutraliz- zare il re usso. Ciò consente in particolare un contatto più prolungato con la pepsina in un ambiente acido in cui pepsina è più dannosa. 


PROXIMAL MECHANISM
Direct HCI and pepsin

damage in the pharynx and

Reflux theory:
microaspiration of
gastric contents

DISTAL MECHANISM
Distal esophageal acid exposure
with release of takinins
(substance P and neurokinin A) ->
vagus-mediated reflexes ->
symptoms such as cough

Reflex I|u‘nr‘)':
bronchoconstriction
via a vagal reflex
induced by gastric
contents in distal
oesophagus
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DEFINITION

Laryngopharyngeal reflux
(LPR) is an inflammatory
condition caused by the
backflow of gastroduodenal
reflux into the upper
aerodigestive tract

(Lechien, Akst, et al., 2019)



2. LPR is a dizseass of the upper aerodigestive tract resulting fram the direct and/or indirect effects of gastreduodenal content reflux, 83
inducing morphological and/or neurological changes in the upper asrodigestve tracl,

3. LPR and GERD share some common pathophysiological mechanisms but may present with different clinical pictures, 9 (2)

WEAKLY ACIDIC OR
BASIC REFLUX

PEPSIN

Remains stable up to Ph 8
Endocytosed by laryngeal and
pharyngeal cells

Mitochondrial and cellular damage

Reactivation if the PH is lowered ‘ UES LES
\'A
INCONTINENCE
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Advances in laryngopharyngeal reflux: Etiology, diagnosis, and
management
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stituents promote injury. The gastric enzyme pepsin, which is present
in all refluxate, is now understood to be endocytosed by aerodi-
gestive tract epithelial cells and retained for at least 36 h after a
reflux event.*? ¢ Pepsin endocytosis initiates inflammatory signaling.
Inflammatory signaling can contribute to nociceptor activation,®%35.34
producing symptoms that may be delayed. Peptic insult also weakens
epithelial barrier integrity and drives epithelial remodeling. These, in
turn, may promote persistent hypersensitivity,**7 3% which in the lar-
ynx has been referred to as “irritable larynx syndrome.” “ Failure to

arddrace huwnarcancitivibg alanacida rafline manararmant cam racole in

PEPSIN

* remodelling

elucidated.®3460-64 Among these, interleukin 8 (IL-8), the neutrophil
chemoattractant and growth factor, in particular appears to play an
important role in peptic injury. IL-8 is required for the development of
erosive lesions in GERD, a biomarker of GERD severity, and associated
with progression from Barrett’s esophagus to adenocarcinoma.t%¢¢
Similarly, IL-8 expression is induced by nonacid pepsin in the larynx and
expression of the two are correlated with laryngeal cancer.° Inhibition
of IL-8 interaction with its receptor attenuates many forms of peptic
injury (e.g., hyperproliferation, cell migration, EMT marker expression),
consistent with the cytokine-mediated injury model of reflux disease.®®

Damage and
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Our study also found that the proportion of nonacid reflux
was as high as 74.1%, and the consistence of patients’ RSI
and or RFS with all reflux events was higher than that of



LPR IN THE ELDERLY PATIENT



The main defense mechanisms against reflux (e.g. esophageal motility,
bicarbonate secretion, lower esophageal [LES] and upper [UES]
esophageal sphincter tonicity) seem to be compromised with aging

Older patients have reduced salivary flow and bicarbonate secretion,
which is associated with reduced neutralization of refluxe acid and
BARRIER increased pepsin activity

It has been suggested that elderly patients have a higher
proportion of hiatal hernia, present in 60% of patients

HIATAL :
HERNIA over 60 years of age, compared to younger patients




FAVORABLE FACTORS

Parkinson's disease
Pulmonary fibrosis
COPD

Systemic sclerosis

COMORBIDITIES

e Benzodiazepine
e Antidepressants
e Anticholinergics
e Calcium channel blockers
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Reflusso faringo-laringeo

Reflusso gastro-esofageo

Caratteristiche

Posizione eretta
Reflusso “diurno”
Limitati periodi di esposizione acida

Posizione supina
Reflusso notturno
Prolungati periodi di esposizione acida

Fisiopatologia

Disfunzione dello sfintere esofageo
superiore (UES)
Normale motilita esofagea

Disfunzione dello sfintere esofageo
inferiore (LES)
Disturbi motilita esofagea

medica

Incidenza 10 — 15% della popolazione 20 — 30 % della popolazione
Sintomi principalmente laringei e Sintomi principalmente
Clinica faringei gastrointestinali
sintomi/segni non correlabili ai dati Sintomi/segni in stretta correlazione
pH-metrici con | dati pH-metrici
Trattamento Ridotta e lenta risposta alla terapia Buona risposta alle terapie

convenzionall

Tab. 2: Principali differenze tra Reflusso faringo-laringeo e Reflusso gastro-esofageo




Ryan score upright

1,000
p—value: 0
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Ryan score upright
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Normal image Hyperfrophic
Posterior commissure

PH < 5.5 IN ORTHOSTATISM


Relatore
Note di presentazione
Ryan score è un test specifico per il reflusso orofaringeo in ortostatismo.
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The key timing of phiryngeal reflux in patients with " c
laryngopharyngeal reflux - i
Teumg Wook Kang®, Young Chan Lee”, Seong-Gyw Ko, Young-Cyu Bin e — 0 08 -
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. Pharyngeal Reflux
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0.00-

0 5 10 15 20
Timeline (24-hour notation)

Conclusion: The key timing of pharyngeal reflux in patients with LPR was post-prandial 2
hours.
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Clinical Gastroenterclogy and Hepatology 2023;21:1414-1421

CLINICAL PRACTICE UPDATE

AGA Clinical Practice Update on the Diagnosis and
Management of Extraesophageal Gastroesophageal Reflux G for
Disease: Expert Review

Joan W. Chen,' Marcelo F. Vela,” Kathryn A. Peterson,® and Dustin A. Carlson®

' Division of Gastroenterology and Hepatology, University of Michigan, Ann Arbor, Michigan; ?Division of Gastroenterology and
Hepatology, Mayo Clinic, Scottsdals, Arizona; *Division of Gastroenterology, University of Utah, Salt Lake City, Utah; and
“Division of Gastroenterology and Hepatology, Northwestem University Feinberg School of Medicine, Chicago, lfinois

esophagus are considered highly specific for GERD, EGD in
the majority of patients with GERD will be normal.” In
addition, EGD fmdmgs do not confirm that the extra—
esophage flux.” As

ence of GERD injury/complications but not as a diagnostic
tool for confirmation of GERD or to conclude on a causal
ink between extraesophageal symptoms and GERD.




GERD LPR

Clinical diagnosis Clinical diagnosis

EGDS is not indicated as a routine
examination but only in
"complications" and in the suspicion
of a neoplasm

Videlaryngoscopy is minimally
invasive and can always be
performed

Videolaryngoscopy has a VPP of

- - o
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Another limitation is the possibility that, because rare reflux events
appear to contribute to LPR, disease-relevant HREs may not occur
during the 24-h monitoring period, resulting in potential false nega-
tive results absent infeasibly lengthy monitoring periods. The same
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Review Article

Spotlight on: Nature, assessment, and oesophagus pI‘OVidC absolute pH values. EEIEHON
management of laryngopharyngeal reflux of HEMII-pH (and other pH-IIIOIlitOI'ing teChniqueS)
e A is that they do not detect pepsin presence or concen-
et tration.

Historically, 24-hour pH monitoring was used to
diagnose LPR. This is suboptimal, since LPR may
be low- or non-acid, leading to false positive rates of
20-50% (Fuchs et al., 2018; Lechien, Mouawad, et
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International Journal of Pediatric Otorhinolaryngology 121 (2019) 188-196

Contents lists available ar Sciencelirect

International Journal of Pediatric Otorhinolaryngology

journal homepage: www.elsevier.com/locate/ijporl

Diagnosis of laryngopharyngeal reflux in children with voice disorders using M)

Gk foy

24-hour pharyngeal pH monitoring s

Elzbieta Wlodarczyk™', Tomasz Jetka', Danuta Raj-Koziak”, Aleksandra Panasiewicz’,
Agata Szkietkowska®, Piotr Henryk Skarzyriski™", Henryk Skarzyriski"

" Warld Hearing Center, Institute of Physiology and Pathology of Hearing, Warsaw, Kajetany, Poland
Y Heart Failure and Cardiac Rehabilitation Department, Medical University of Warsaw, Warsaw, Poland
* Institute of Sensory Organs, Warsaw, Kajetany, Poland

The diagnosis of LPR can lead to much disagreement, both in adults
and children. In the case of GERD, dual probe oesophageal 24-h pH
monitoring is commonly considered to be the gold standard for diag-
nosis. However, this examination is quite invasive and shows low sen-
sitivity to LPR, with the proportion of undetected diseases reaching as
high as 50% [6,7]. Recently, studies based on 24-h pharyngeal pH
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The Dubai Definition and Diagnostic Criteria of Laryngopharyngeal
Reflux: The 1FOS Consensus
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80%%~100% agreement

Round 3

Round 2

Round 1



Relatore
Note di presentazione
Erano accettati solo gli statements con concordanza tra i partecipanti > 80%.
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Upper Gl endoscopy may be normal in LPR patients and
should be performed in patients with "alarm" features, such
as severe dysphagia, hematemesis, unexplained weight loss,
or family history of upper Gl tract cancer.
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o e e S Suspicion of diagnosis
== . = |

: ‘

Es =" Considered symptoms: Considered signs:
e R e Dysphonia Dysphagia Arytenoid erythema Interarytenoid granulation
Throat pain Throat mucus Diffuse laryngeal erythema Subglottic edema/erythema
Globus sensation Throat clearing Vocal fold edema/erythema Endolaryngeal mucus
Cough Postnasal drip Pharyngeal erythema Pharyngeal sticky mucus
Cough after lying down/eating Ventricle erythema/edema Postcricoid erythema/edema
Heartburn and regurgitations. Posterior commissure hypertrophy /erythema Granuloma
l l
Validated patient-reported outcomes [ Clinical validated instruments ]
questionnaires

L

l | l

Potential favoring factors: HEMII-pH Manometry if: GI/TN endoscopy if:
Tobacco  Obesity T -No response to -No response to treatment
Primary esophageal 4 Lreatment -Severe dysphagia
dysmotility I Unavwvailable ‘ ‘ Available ‘ -Hematemesis
High-fat, low-protein, salt, — -Weight loss
sugar, mint or acidic foods 1 ] -Family history of upper GI
Egutljlz‘lriiaf:jmpﬁm 3-month empiriftal . Diagnosis confirmation: Atk sacon

treatment covering acid >1 pharyngeal reflux

and nonacid reflux events event/24-h

Fig. 2. Symptoms, signs and additional examinations of laryngopharyngeal reflux (LPR). GI/TN = gastrointestinal/transnasal; HEMII-
pH = hypopharyngeal-esophageal multichannel intraluminal impedance-pH monitoring.
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The gaseous nature of events and the lack of GERD have
led to a clinical picture characterized by otolaryngological
symptoms without heartburn or abdominal findings.

[ .
. Cliwdcat Medicing MIJP_I_

Clinical Update Findings about pH-Impedance Monitoring
Features in Laryngopharyngeal Reflux Patients

regimen [27]. In practice, many patients did not experience heartburn or gastroesophageal
reflux disease (GERD)-related symptoms and may doubt the reflux (LPR) diagnosis, which
may strengthen the poor therapeutic adherence. The patient fear about suspected adverse
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While acid-suppressing proton pump inhibitors (PPls) may be effec-
tive for reflux esophagitis, they and potent next-generation drugs
(i.e., potassium-competitive acid blockers) fail to resolve typical GERD
symptoms in up to 40% of cases,’” 17 and decades of widespread
PPl use has proven inadequate to stem the rising incidence of reflux-
attributed cancers.'® Meta-analyses do not support their efficacy for
symptoms of LPR relative to placebo.'?-22 It is now understood that
refluxate reaching the proximal aerodigestive tract is predominantly
weakly to nonacidic.?®2* While antireflux surgery (ARS) may be help-
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E THE LPR IS ANOTHER
NOSOLOGICAL ENTITY
— -



anapemen of rysgephiryngea e Identify Risk Factors
S Alcohol
Hiatal hernia
High body mass index (BMI)
Tobacco

|

Evaluate / Outcome Measures

L 4

Instrumental Non-Instrumental
HEMII-pH Reflux Symptom Score (RSS)
Endoscopic signs: Reflux Symptom Score 12 (RS5-12)
* Epiglottic erythema/oedema Oral cavity signs:
* Granuloma/granulations = Anterior faucial pillar erythema
= Hypopharyngeal erythema * (oated tongue
* Posterior commissure * Oropharyngeal wall erythema

erythema/hypertrophy = Uvular erythema

*  Sticky mucous
* Subglottic oedema
*  Ventricular erythema/oedema

Fig. 1. Evaluation of LPR.



REFLUX SYMPTOM INDEX

A value greater than 13 is suggestive for laryngo-pharyngeal reflux.

12 3405
1

3 4

Dysphonia

Need to clear the throat
Excess mucus in the throat or postnasal drip

Difficulty swallowing (solids, liquids)
Coughing after meals or lying down
Difficulty breathing

Persistent, annoying cough

Foreign body sensation

S S N R = =
N N N N N N NN
W W W W wWw w w
e R T - R N S N
i L1 L1 L1 L1 L1 L1 W

Chest pain, acid regurgitation



DIAGNOSIS OF PHARYNGOLARYNGEAL REFLUX

FLEXIBLE FIBER OPTIC LARYNGOSCOPY

* Hypertrophy of the base of the tongue
e Obliteration of the laryngeal ventricles
e Posterior commissure hypertrophy

e Pseudosulcus

* Posterior third nodules/granulations of CCVVVV


Relatore
Note di presentazione
In presenza di rigurgito e vomito bisogna escludere la natura primitiva o secondaria del reflusso; quindi patologie anatomiche o intolleranze alimentari. Utile la manometri nei sospetti di patologia neurogena o miogena.
. La pH-metria delle 24 ore ha rappresentato per molti anni il “gold 
 standard” nella diagnosi di MRGE. Questa indagine in ambito pediatrico 
 è gravata da circa un 20% di falsi negativi legati alla intermittenza e breve 
 durata dei fenomeni di rigurgito, dalla presenza dei ben noti reflussi alca-
 lini non identificabili con tale metodica e dalla scarsa adesione all’esame 
 da  parte  dei  soggetti  pediatrici.  La  pH-impedenzometria  rappresenta 
 un’evoluzione nei limiti del singolo esame pH-metrico. Questa metodica 
 è in grado di identicare le variazioni d’impedenza elettrica esofagea al 
 passaggio di boli di liquido, gas e boli di cibo e risulta essere molto utile 
 nella studio delle apnee infantili e nei disturbi del sonno correlati al RFL. 
 L’identicazione della pepsina attiva a livello laringeo e della cavità tim-
 panica rappresenta un esame importante anche se non ancora standar-
 dizzato  e  di  non  sempre  facile  esecuzione.  La  laring


Laryngeal Granulation Vs Dysphonia

Pseudonodules due to posterior third edema and posterior
granulations of CVVs are typical of reflux

Nodules at the ANTERIOR/MIDDLE THIRD junction are
typical of dysfunctional dysphonia



LPR: DIAGNOSIS IN THE PATIENT WITH COUGH AND ATYPICAL SIGNS

Subglottic edema (pseudosulcus vocalis)
0=Absent
2 =Prasent
Ventricular obliteration
0=None
2 = Partial
4 =Completa
Erythemahyperemia
0=None
2= Arytenoids only
4 =Diffuse
Vocal fold edema
0=None
1=Mild
2 =Moderate
3=Severe
4= Polypoid
Diffuse laryngeal edema
0=None
1=Mild
2 =Moderate
3=Severe
4= 0bstructing
Posterior commissure hypertrophy
0=None
1=Mild
2 =Moderate
3=Severe
4= 0bstructing
Granuloma /granulation
0=Absent
2=Present
Thick endolaryngeal mucus
0=Absent
2 =Present

Figure 3. Reflux Finding Score.® Score range, 0 (no abnormal findings) to
100 (worst possible score).


Relatore
Note di presentazione
La correlazione non c’è per la casistica limitata nel numero e perché si è dà poco peso all’edema sottoglottico ed alle granulazioni
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RFL : SIMILAR ENDOSCOPIC PICTURE FROM 3 YEARS OF AGE
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Predictive value of laryngeal pseudosulcus for
gastroesophageal reflux in pediatric patients

Michele M. Carr™*, Usamah Abu-Shamma®, Linda S. Bradsky®

PSEUDOSULCUS

Subglottic edema parallel to the free marqgin of the true vocal cords

Table 2 Contingency table of results

Disease positive

Disease negative

Test positive 50

Test negative 6
Sensitivity: 89%
=

3
7
Specificity: 70%

Positive predictive value: 94%

Iflega[we prealcfwe "u"El[LIE': 54%

“Test” refers to presence of pseudosulcus.



PSEUDOSULCUS
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Validity and Reliability of

Reflux Sign Assessment

the Reflux Sign Assessment o sofocnal pamaicns Oral cavity
o sy ey 1. Anterier pillar erythema absent = 0 présent = 4
SISAGE
2. Uvula erythema £ edema absent =10 présent =3
Jéréme R. Lechien, MD, PhD, MS!.234° Alexandra Rodriguez Ruiz, MD'3, 3. Coated tongue absent =0 présent =2
Didier Dequanter, MD, PhD'3, Francois Bobin, MD'#, Oral cavity subscore 9
Francois Mouawad, MD, PhD, MSc%, Vinciane Muls, MD'7, —
Kathy Huet, PhD!4', Bernard Harmegnies, PhD'4, Sarah Remacle, MD?, Pharyngeal cavity
Camille Finck, MD, PhD'#, and Sven Saussez, MD, PhD'22" 1. Nasopharyngeal wall erythema £ inflammatory granulations absent =0 présent =2
2. Posterior oro- or hypopharyngeal wall erythema absent = 0 présent = 4
3. Posterior oro- or hypopharyngeal wall inflammatory granulations absent = 0 présent = 3

4. Tongue tonsil hypertrophy: no hypertrophy = 0
Apparent vallecula only when tongue sticked = 3

Unapparent vallecula irrespective the tongue = 4

5. Conmtact between epiglotitis and tongue tonsils abseni =0 présent =4
6. Pharyngeal sticky muecus abaemt = 0 présent =4
Pharyngeal cavity subscore .21

Larynx

Subglottic edema + erythema ahsent =0 présent = |
Ventricular band erythema + edema absent = () présent = 2
Epigloitis redness % edema absent = 0 présent =3
Posterior commissure & retro-cricoid

1. Erythema Absent =0

Arvtenoids/inter-arytenoid only = 4
Diffuse 10 posicrior commissure = 5

2, Imer-arytenoid granulatory tissue absent =0 présent =2
3. Posterior commissure hypertrophy absent = 0 présent = 5
Skl WITIVCS3 LI Il CI!UU&LUIJ? Tnrainn IE:‘I‘, alild viie 4, Retro-cricoid eryvthema absent = 0 présent = 3
p, 5. Retro-cricoid edema {(=contact bétween retro-cricond area & absent = O présent = 4
An RSA )" I 4 may be Suggestl Ve Df LP R_ hypopharyngeal posterior wall during breathing/opening glotis)
Vocal foldy
i ms A v e e ‘ 1. Endolaryngeal sticky mucus deposit absent =0 présent = 3
2. Vocal fold erythema absent = 0 présent = |
3. Edema of the free-cdge or the entire vocal folds absent =0 présent = |
4. Vocal fold lesions (2-point per lesion): granulomais), nodules,
polyp(s), Reinke's edema, ulceration(s ), keratosis.
Laryngeal subscore .42
RSA Total score: o2













[N







Received: 17 October 2023 First decision: 30 November 2023 Accepted: 19 December 2023
DOI: 10.1111/apt. 17858
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Review article: Diagnosis and management of
laryngopharyngeal reflux

Amanda J. Krause @ | Rena Yadlapati
3.8 | Novel diagnostic approaches—
salivary biomarkers
Tl Sievauvcu ML 11 Paciciiiva wikin ial yrigean ynnpraJings.
I R A i e T 1 S 1 Yt ey

In summary, salivary bile acids are quantifiable in saliva and may

e Peptest (RDBiomed, United Kingdom). T » 2 inin
have diagnostic potential in LPR.
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THERAPY

‘ Changing your diet

‘ REDUCE YOUR
BODY MASS INDEX!
‘ INTENSIFY PHYSICAL ACTIVITY




CORRETTE INDICAZIONI COMPORTAMENTALI E ALIMENTARI

COMPORTAMENTO

TEMERE
O] LB
CONTROLLO

©

IL PESD

ELEVARE

LA SPALLIERA
DEL LETTO
DI15-20 CM

W smeTTERe

%ﬂ DI FUMARE

EVITARE

| FARMACI CHE
CONTRIBUISCOMNO
x ALLTNSORGENIA

DEL REFLUSSO

| WEL REFLUSSO GASTRO-ESOFAGEC E LARINGC-FARINGED

ALIMENTI CONSIGLIATIE HON

FRUTTA VERDURA CEREALI EDERIVATI | LATTEE DERIVATI
(& Bar >
® Arancia/Succo @ Pamodors @ Pasta con ® Panna acida
d'arancia ® Purea di patate fermagaio ® Milk shake
® Limons @ Patate fritte + Pan= allaglic ® Gelato
# Limonata @ Cipolla cruda © Muesli # Farmaggio
#® Pormpelmo/Succo | @ Patateall'insalata | # Pane multicensali fermentats
di pompelme © Aglio # Pane bianco #® Mascarpone
& Mirtilla + Cipolls catte # Pane di segale Yagurt
- Sidre di mela « Perri & Risointegrale © Latte scremato
© Pesca * Crauti * Riso raffinato * Ricotta
* Lampens * Scalogno » Cous cous © Mozzarella
“ Lha # Carote % Crakers delei # Feta
& Mala/Suces » Cavela » Crakers salati » Ferrmagaidicapr
di mala * Piselli » Doleidiriso » Farmaggi di ssia
® Mela essiceata # Broceol # Cereali all'avena
# Barana @ Fagisli werdi @ Cerealialla cnsea
* Patate ballite
» Patats al forna
CARME, UCAa, DOLCIE BEEVAMNDE LEGEMNDA
PFESCE ALIMENTI GRASS
W dgs |
@ Spaltadi manzo # Cioceolate @ Liguan Allmenti che
trita ® Caramalle # Vino andrebbam evitati
# Lombodi manzo | @ Patatine & Caffa P
# Pollofritta # Biscotti alburs | & Te [ =21
® Insaccati ® Biscotti al ® Cocacola | -
* Insalata di pelle cieccalate #® Acsto -
* Usvastrapazzate | ® Frttells « Bima 4 Alimenti
* Uowa fritte ® Bumro * Acqua gassata m:mm
© Peseefritte ® Strutto » Acqua naturale
¢ Insalataditonns | ® Margarina (‘"“
+ Prosciutts ® Maionese L )
» Bistecca * Biscotti secchi 3
* Petto di palla © Ketchup Alimenti che
* Came trita magra | # Ligquirizia tanderzialments
* Bianco duove bbb it ki
* Pazcsfresce un?mn




Diet and Health in
Otolaryngology

@

Hailey M. Juszczak, mp™*, Richard M. Rosenfeld, mp, yisa, mpH

Department of Otolaryngology-Head and Neck Surgery, State University of New York Down-
state Health Sciences University, 450 Clarkson Avenue, Brooklyn, NY 11203, USA

* Corresponding author.

E-mail address: Halley.|uszczak@downstate.edu

Otolaryngol Clin N Am 55 (2022) 909-927
https://doi.org/10.1016/].0tc.2022.06,001 oto.theclinics.com
0030-6665/22/@ 2022 Elsevier Inc. All rights reserved.

A systematic review of dietary modifications for LPR included 1 randomized control
trial and 6 observational studies assessing the effect of LPR outcomes based on diet
or dietary behavior. Dietary modifications, such as fasting, avoiding eating or drinking
2 to 3 hours before sleeping, consuming low-acid drink and food (including alkaline
water and a plant-based, Mediterranean-style diet), and reduced consumption of
fat, chocolate, and coffee were found to improve LPR symptoms. However, heteroge-
neity of studies and low certainty of evidence did not provide sufficient evidence for
dietary recommendations in LPR patients.®®



Melatonina
MELATONINA

imenta il Tono muscolare delle cellule muscolari del LES
.4

+ ) (Lower Esophageal Sphincter)
| |

Riduce la secrezione acida basale

Favorisce la produzione di Prostaglandine E,
responsabili della secrezione di Muco gastrico citoprotettivo

Ha dimostrato di stimolare la riparazione tessutale locale
RIDUCENDO gli indici di infiammazione come TNF-q, Interleuchina 1-beta

“—__



Se presente “cattiva digestione" e/o "trait ansioso-depressivo"

Levosupiride (8/10 gtt)

Sodium alginate

Hyaluronic acid

Melatonin




Disorders of Brain—Larvnx interaction, laryngeal hypersensitivity

and quality of life impairment

Hypervigilance
Perseveration
Anxiety
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Sore throat
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\ / disrupted voice quality
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[ REFLUSSO J | IPERSELJSIBILITA
GASTRO-ESOFRAGEO ESOFAGEA

ESPOSIZIONE *
ALL’ACIDO [ PERCEZIONE ]

When RFL is also associated with "esophageal hypersensitivity"
due to acid/weakly acidic/basic reflux.

In this case, a combination of chondroitin-sulphate (protective
action) + hyaluronic acid + aluminium hydroxide may be useful.




VM-ADESY]

RIPARATIVA

\3

MAGALDRATO

Azione anti-acida
Anti-pepsina
Adzarbiments
sali biliari

ALGINATO
DI MAGMESIO

PROTEGGE
' Effetto RAFT/Barriera

Inattivazione pepsina



Acid and basic anti-reflux drugs

Biologically derived prokinetics (ginger extracts, melatonin, low-dose
levosulpiride)The Esophageal Hypervigilance and Anxiety Scale (EHAS)
Patients with dominant LPR symptoms had higher EHAS than controls
(P = 0.007)

course of some Sease presentations, and the patient adherence are all factors that may
B wey  underly the low empirical therapeutic success rate [18]. According to recent reviews [18,19],

most authors used proton pump inhibitors (PPIs) for the empirical treatment, even though
E:;‘:{,ﬁi;'f,ff_::,ﬁé‘;‘;‘g‘%:‘;:{ prEthpides Moaitorlig most hypopharyngeal reflux events (HREs) are weakly or nonacid at the hypopharyngeal-
e B e 4345 esophageal multichannel intraluminal impedance-pH monitoring (HEMII-pH) [20-22].

e T'la s~ DDTA sirith aladenta as mnnsaldsstn snalean Gastlhone mamen TT0O1T Tk s s daimabiome

THE THERAPY WILL BE EFFECTIVE IN A LONG TIME!


Relatore
Note di presentazione
is a questionnaire designed for cognitive-affective evaluation of visceral sensitivity.



WHEN DOES THERAPY NOT WORK?

Don't be found in the clinic!

Or we reasoned
with blinkers!

‘ Excluding ASTHMA

‘ Often the "UACS" also coexists

‘ Therefore, diagnosis and therapy must result
from a multidisciplinary approach!




LPR
SOCIAL AND HEALTH COSTS



ANL U

Prick test / RAST

Antibiotics

Spirometry

Corticosteroids

Neck Ultrasound

Antihistamines

Throat swab

Bronchodilators

Chest Rx/CT

NSAIDs







Qlinical Gastroemerology and Hepaiology 201%:17:1253-1264

SYSTEMATIC REVIEWS AND META-ANALYSES

Gastroesophageal and Laryngopharyngeal Reflux )
Associated With Laryngeal Malignancy: A Systematic
Review and Meta-analysis

Sean M. Parsel,” Eric L. Wu," Charles A. Riley,” and Edward D. McCoul™*

In non-smokers and non-drinkers with head and neck cancer, there are slightly fewer
genetic mutations

HPV is not as important a risk factor for laryngeal cancer as in the oropharynx

It is difficult to identify "other" risk factors because most patients with laryngeal
cancer are smokers and drinkers

In reflux, cell damage seems to be caused more by pepsin than by HCI.

The pathogenetic process in hypopharynx could be similar to what happens for
Barrett's esophagus



Qlinical Gastroemerology and Hepaiology 201%:17:1253-1264

SYSTEMATIC REVIEWS AND META-ANALYSES

Gastroesophageal and Laryngopharyngeal Reflux )
Associated With Laryngeal Malignancy: A Systematic !
Review and Meta-analysis

A comprehensive literature review was performed on
April 9, 2018, from the MEDLINE (January 1966 to April
2018), EMBASE (January 1975 to April 2018), and Web of
Science Uanuary 1900 to ApI‘Il 2018] databases. Search

B SRR SR B [ = -11

_ - — - __l_l_‘_ _ _I _l___l__c

aisease ana extralaryngeal maitignancies daid not pro-
duce further citations meeting inclusion criteria. In
total, 18 articles were included for systematic review
and meta-analysis. These resulted in a large number of
cases (n = 36,634) and controls (n = 74,623), and
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SYSTEMATIC REVIEWS AND META-ANALYSES

Gastroesophageal and Laryngopharyngeal Refiux
Associated With Laryngeal Malignancy: A Systematic
Review and Meta-analysis

Sean M. Parsel,” Eric L. Wu,” Charles A. Riley," and Edward D. McCoul™'

2
Fawaurs [ewperimental] Cantrol Qs ratia Qdds ratio
Study or Subgroup Events Total Events  Total Weight M=H, Random, 95% C1 M=H, Random, 95% Ci
1.1 GERD
Bacciu 2004 10 i6 [ 125 1.6% 7.63 [2.55, 22.86)
Busch 2016 120 473 3y 137e 1% 121 [0.95, 1.54] ™
Cammarota 2004 67 828 15 825 6.7% 4.75 [2.69, 8.39) —
Clansl 2003 7 23 1 93 1.i% 7.49 [0.99, 62.13) —t
Dagll GERD 2004 11 22 & 25 3.3% 2.13 [0.65, 6.95) —
Doustmohammadian 2001 57 65 Y] 65 4.6% 506 [2.08, 12.32) ——
El-Serang 2001 731 8228 1315 32912 O.B% 2.34[2.13,2.57 -
Francis 2010 3007 14445 2265 14449  5.9% 1.41[1.33, 1.50) r
Galli 2002 17 i1 4 21 7% 18,06 [3.87, 84.28] 4
Koufman 1991 22 i1 91 151 4.0% 1.61 [0.69, 3.74) —
Langevin 2013 232 116 17 917 73K 1.01 [0.62, 1.66) —
Qzlugedik GERD 2006 13 29 8 33 1.7% 2,54 [0,86, 7.43)
Pines 2014 4 3669 4 14676  2.6% 4,00 [1.00, 16.01]
Riley 2017 1061 8347 1378 8347  OBN 2.93[2.72,3.15) .
Waezl 2006 L 96 52 192 T.1% 169 [1.00, 2.84) -
Subtotal (95% CIy 36503 74209 B6.O0% 2,37 [1.78, 3.14) L 2
Total events 7186 S660
Heterogencity: Taw® = 0.18; Chi' = 298.55, di = 14 (P = 00001 I = 85%
Test for overall effec: 2 = 599 (F < 00001)
2L2LPR
Cekin 2012 16 21 14 22 2.5% 1,83 [0.48, 6.590] —
Dagli LFR. 2004 14 22 5 25 2.5% 7.00[1.89, 25.93]
Orzlugedik LPR 2006 18 29 14 33 4.0 2.22 [0.80, 6.18) EE—
Zereg-Bahar 2015 k) 10 L] 34 0.T%  22.02 [1.20. 404.37] e
Tae 2011 25 29 211 N0 37w 2.64 [0.89, 7.801 —
Subtotal (95% CI 131 414  14.0% 3.09 [1.69, 5.65] . o
Total svems B0 244
Heterogeneity; Tau’ = 0,04, Chi’ = 438, df = 4 (P = 365 1" = 3%
Test for overall effeqy Z = 3,66 (F = ,0003)
Taal (95% C1) 16634 74623 10:0.0% 247 1150, 3.21] L
Total evens 7266 5904
- Tau’ = R - - ! 4 v - 4
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Test for overall effect: T = & 770 < 00001
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SYSTEMATIC REVIEWS AND META-ANALYSES

Gastroesophageal and Laryngopharyngeal Reflux )
Associated With Laryngeal Malignancy: A Systematic
Review and Meta-analysis

Sean M. Parsel,” Eric L. Wu," Charles A. Riley,” and Edward D. McCoul™*

Ings of our sensitivity analysis and has been shown
in vitro and in animal models. Specifically, exposure of
hypopharyngeal epithelial cells to acidic reflux has been
shown to induce nuclear factor-kB, leading to deregula-
tion of oncogenic mircoRNAs seen in laryngeal carci-
noma.””*’ Although these changes have not been

Anmirvmnantad 1 hitman ernAacimane +thna wvaculde AfF +hie



"All great truths pass through three stages.

First they are ridiculed.
Then they are strongly opposed.

Finally they are accepted as obvious."

Thomas Henry Huxley (1825-1895)


Relatore
Note di presentazione
Thomas Henry Huxley (1825-1895) fu un biologo inglese noto per il suo sostegno alle teorie evoluzionistiche di Charles Darwin. Huxley divenne uno degli avvocati più influenti dell'evoluzione e fu soprannominato "il bulldog di Darwin" a causa della sua fervente difesa delle teorie darwiniane.
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