
Domenico Di Maria
Direttore della U.O.C. di 

Otorinolaringoiatria

A.O.R.N.  “San Pio” – Benevento



WHY DOES THE PATIENT TURN TO THE ENT?

Because he fears a cancer!

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

... 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



1. Lack of a diagnostic standard for LPR.

2. Definitions of LPR vary greatly between studies.

3. Patients with laryngeal symptoms require an average of 10 

consultations.

4. Approximately 6 diagnostic procedures are required for 

symptom assessment.

5. The average annual cost is about $5438 per patient.

6. ALL THIS ALSO AFFECTS ANXIETY AND DEPRESSION



The "Costs" of an undiagnosed LPR?!?

Social

Health 

Care





Would you deny "a priori" the diagnosis of LPR?



LPR IS A DISEASE IN ITS OWN RIGHT!!

• ETIOPATHOGENESIS

• CLINIC

• INSTRUMENTAL DIAGNOSTICS

• THERAPY







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…

LES
esophageal peristalsis

UES

INCREASE 

carboanhydrase

Carboanhydrase

IT DOES NOT INCREASE!

Some authors show us that the 

esophageal mucosa is able to resist

about 50 episodes of physiological reflux 

per day without damage, while the 

pharyngo-laryngeal mucosa can suffer 

damage already after a single episode 

(Posma et al. 2001).

It now seems certain that a period of 

time of up to six months may be 

necessary for an "restitution ad 

integrum" of the damage to the laryngo-

pharyngeal mucosa (Belafsky et al. 2001)

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 HCl and pepsin 

damage in the pharynx and 
larynx

DISTAL MECHANISM
Distal esophageal acid exposure 

with release of takinins 

(substance P and neurokinin A) -> 

vagus-mediated reflexes -> 
symptoms such as cough



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)



WEAKLY ACIDIC OR 
BASIC REFLUX

UES vs LES 
INCONTINENCE

PEPSIN

Remains stable up to Ph 8

Endocytosed by laryngeal and 

pharyngeal cells

Mitochondrial and cellular damage

Reactivation if the PH is lowered



PEPSIN Damage and 

remodelling
IL8





LPR IN THE ELDERLY PATIENT



DEFENSE

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

BARRIER

Older patients have reduced salivary flow and bicarbonate secretion, 

which is associated with reduced neutralization of refluxe acid and 

increased pepsin activity

HIATAL 

HERNIA

It has been suggested that elderly patients have a higher 

proportion of hiatal hernia, present in 60% of patients 

over 60 years of age, compared to younger patients



FAVORABLE FACTORS

• Parkinson's disease

• Pulmonary fibrosis

• COPD

• Systemic sclerosis

COMORBIDITIES

• Benzodiazepine

• Antidepressants

• Anticholinergics

• Calcium channel blockers

DRUGS



CLINICAL AND 
DIAGNOSIS 





PH < 5.5 IN ORTHOSTATISM

Relatore
Note di presentazione
Ryan score è un test specifico per il reflusso orofaringeo in ortostatismo.





COUGHSUB CORDAL STIMULATION

DYSPHONIAPOSTERIOR VOCAL 
CORD INFLAMMATION

GLOBUS
CRICOPHARYNGEAL MUSCLE 
CONT.

RACLAGE

SALIVAR GLAND 
MUCOUS SECRETION

HOW ACIDIC ARE YOU!!

NOCTURNAL 
DYSPNEIC EPISODES

PAROXYSMAL LARINGOSPASM
FROM ACTIVATION 

OF THE SUPERIOR LARYNGEAL N.



• CONTRADICTION IN TERMS
• DENIAL OF EVIDENCE

DIAGNOSIS OF LPR REQUIRES 
GASTROENTROLOGICAL 
EVALUATION





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

EGDS has a NPV -> 62 -73%
Videolaryngoscopy has a VPP of 
94% and a VPN of 54%







Relatore
Note di presentazione
Erano accettati solo gli statements con concordanza tra i partecipanti > 80%.



Upper GI 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.





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. 

Dottore,

Ma io non soffro 

di bruciore di 

stomaco!!?







THE LPR IS ANOTHER 
NOSOLOGICAL ENTITY





Dysphonia 1 2 3 4 5

Need to clear the throat 1 2 3 4 5

Excess mucus in the throat or postnasal drip 1 2 3 4 5

Difficulty swallowing (solids, liquids) 1 2 3 4 5

Coughing after meals or lying down 1 2 3 4 5

Difficulty breathing 1 2 3 4 5

Persistent, annoying cough 1 2 3 4 5

Foreign body sensation 1 2 3 4 5

Chest pain, acid regurgitation 1 2 3 4 5

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



DIAGNOSIS OF PHARYNGOLARYNGEAL REFLUX

FLEXIBLE FIBER OPTIC LARYNGOSCOPY

• Hypertrophy of the base of the tongue 

• Obliteration of the laryngeal ventricles

• Posterior commissure hypertrophy

•  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 identicare 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’identicazione 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

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



[ HYPERTROPHY 
OF 

TONGUE BASE ]

[ "COBBLESTONE" 
PHARYNX ]



[ HYPERTROPHY 
OF THE 

POSTERIOR 
COMMISSURE
AND CHORDAL 

EDEMA ]



[POSTERIOR 
GRANULATION] 



4 Y.O. 35 Y.O.

RFL : SIMILAR ENDOSCOPIC PICTURE FROM 3 YEARS OF AGE



PSEUDOSULCUS

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



PSEUDOSULCUS









NBI





[NBI POSTERIOR GRANULATION]







THERAPY



THERAPY

Changing your diet

REDUCE YOUR 

BODY MASS INDEX!

INTENSIFY PHYSICAL ACTIVITY



CORRETTE INDICAZIONI COMPORTAMENTALI E ALIMENTARI





Melatonina



Levosupiride (8/10 gtt)

Sodium alginate

Hyaluronic acid

Melatonin

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





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.



REFLUSSO BILIARE



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)

Pump inhibitors are not the therapy of choice for LPR

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?

Or we reasoned 
with blinkers!

Don't be found in the clinic!

Excluding ASTHMA

Often the "UACS" also coexists

Therefore, diagnosis and therapy must result 

from a multidisciplinary approach!



LPR

SOCIAL AND HEALTH COSTS



INSTRUMENTAL EXAMINATIONS 
REQUIRED FOR "SORE THROAT 
AND COUGH"

THERAPIES PROPOSED FOR
"SORE THROAT AND COUGH"

Prick test / RAST Antibiotics

Spirometry Corticosteroids

Neck Ultrasound Antihistamines

Throat swab Bronchodilators

Chest Rx/CT NSAIDs





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 HCl.

The pathogenetic process in hypopharynx could be similar to what happens for 

Barrett's esophagus









"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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