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SECTION II: FGIDs: DIAGNOSTIC GROUPS

Esophageal Disorders

®

Qasim Aziz,' Ronree Fass ® C. Prakash Gyawali,” Miroto Miwa,* John E. Pandolfino,” and

Frank Zerbib"
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Furctioaal esophageal @ssrdery consiat of 3 darasr cale-
gooy that precents with esoplagesd oymptoms (hearhum,
choat pals, dyplogia, globus) that are ot explained by
mechanical shetruction (wirktere, tumor, sodnophiic
ssoplogetn) major molor d@sorders [achalasta, exoph-
apogastric uaction outflow shetruction, abecst contrac-
iy, distal exopluageal spasm, jackhammer csopbagas), or
gaotrocsephageal reflex dicsase. Although mechanbans
responstle are snclear it In theortoed thoet wvieceral by
pormawevity and kypervigilance play an impertant rofe In
ymplom generation, in the comtest of normal or becder-
e fenction Treatments directed a2 Improving border e
moter dyviancson er redecing reflex bardes to subascod
Jewels hawe Rodbed sucomes i3 yymptom mprovement. In
comtrast, strategiex focumeed oa medulating peripherad
triggeriag and cemtral percepSion are mechomistically
viabde aad cinically meamingful Howeves sulceome data
from thess treatmest options are Rmited. Puture reassech
noeds %0 focus on anderstanding mechantans underhying
viscoral bypersessitivity and ypervgibace o that
approprige targets and therapiex can be developed

Kgyweorde Narham et Pax Duphags Cobes
Eoptogeal Netidty Dieccders; Gatrossophiagpal  Refucx
Dibvsaae; Rospwe IV

Funcu:ul exoplageal Ssorderx proxent with typical
esplogeal yymptoss that are not soociated with

sructural idflamnmatory, or 3 mugor mater sheermaley
[Tabie 1) Thma, these patents typicaly presmt 3 the
contet of » morveal endoscopy, and no evidence of me-
chanal obatruction or lopey-confrmed  eodrophels
ssopagithe [Eok) In addeon, therw i ne svicdhmce of »
major moter dborder (achalasta, eophapogastric pmction
|EQ) cutflow clntrection, absent comtractibty, diesd
ecophagesl sjunm, jackhanmer esophages) and 30 patho
logic ssophageal acd epoore. The pthopbyaslogy of
thowe dbweders locoses o alteratons & neural procesisg
betwoen perpleral tngeoring and cmiral perception of
ecophuageal sywptoon, These dsorders do mot poogress
aloeg a targpbie coparec uteral hisary, and, accordiagly, 2
chrosecty wonts that reflects the underlying pathogenesic
and Swenw burden Thus, an arbitrey requiremsent of

leaxt 3 mooths of symrpricoma with an oraet 2 leaxt 4 moreha
befare disgmuts & applied W each Sagnocs 1o extablinh
chromicity.

Rocere: advances in our indentanding of escphageal mo-
tor dissrders, and the apprectstcn that Eofl muy be amucct-
ated with dverse escphuageal mymproma {Fagure 1) have led
to moee xpecific nevizons of excludeney arerta for fusc
tuonal oopbageal dsorders. Sandlar tao ROME 81 achalods and
abemt cartraculity reman excladon cnteria However, the
term botopatholagy-baed mopbopey’ mator diesrder uwoad m
previcus defisations |Roree L) & 2o loeger accorste because
thess motor diorders arw oot dagnased based on histology,
bat maes! wv defined by motor patterza. Forthermore,
recemt dexcrptions of spuntic and hypercoeeractie moter
phenotypex hve expanded the exchixion crtersa, ' (n costrast,

comtruls, sod lkoly proerate symptoms o the comos of 3
secondary process, such a partrosssplugesd reflux diease
(GENDY, viscwral hypenemstivity, and hypervigibsoe.

The curront ROME IV criterta place 3 stroog ernphasis oo
rafieg o meclomicd obadrection a3 3 mechamam al
wwirgtom pemeration For iestacce, evidence of EL| outflow
ohstruction wosdd rule cut 3 fusctioosd diagnoss becsase
thix can repevemt achalasis 1 evalstion or 3 suitle mw-
clomicd chuatruction. Fecther evalmation tergeting structesal
EG| processex (e sedoscopic uirascund, contrast racdog-
raphry) shoudd be comasdered oy an BX) ostflowm obetruc-
tion pattern te recognioed.” Sumilardy, evidence of £of on
endoocopy or on mecoal bopey aho exclodes 3 fanctonal
diagaoats because ssophageal yymptors (hearthum, chest
pan, dysphagra) can be relsted to the enderbyng iafian.
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ROME

FOUNDATION

- Critérios de Roma | - 1988
- Critérios de Roma Il - 1999
- Critérios de Roma Il - 2006
- Critérios de Roma IV - 2016

https://theromefoundation.org/nerd-gerd-reflux-
hypersensitivity-and-functional-heartburn/
acesso nov 2023



Critérios de Roma IV - novos diagndsticos

Hiperémese canabindide
Sindrome do intestino narcotico
Constipacao Induzida por opioides

Sindrome de hipersensibilidade ao refluxo



Antes FGID - Functional gastrointestinal disorders.

Agora DGBI — Disorders of Gut-Brain Interaction (ROMA IV 2016).

SISTEMA DE EDUCAGAO CONTINUADA A DISTANCIA

DISTURBIOS DA INTERAGAO INTESTINO-CEREBRO
PROGRAMA SEGUNDD O CONSENSO DE ROMA Iy CLASSHicASeS
DE ATUALIZAGAO —
mmw i :AZ m‘:‘m’hcw

8 A3 Hipersensbildade ac refluxn
B AL Glodus (globo faningoo)
® AS Disfagis funcionat

Bl Dsmwfux 20N
» Bly: Sindrome do descontono pés prandsal
» Bib: SMWG&Q?P’I‘GS’&

® B2 Drstirbios dr«wa»ée[ 70t0)
» B2a Arroto supragise oaen:es © (do esdéago) = & H H 1
» B2 Arona gastrico excess 0 (do estémage) -

1] ﬂ'l Distirbios de n nduseas e vimitos
» Bax Sindrome de nduseas e wimnos crinicas
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» B3 Sindome de hiperémese canabinoide
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» Cltc St com diaerela predomingme
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8 C2 Constipag3o furcional
8 C3 Diarrela funciang
# C4: Inchago/dstensio abdominal funciceal

e e centralmente

& Cfc Constipag3o induzuda por oploides

u 01: Sindrame da dor abdomingl mediada centralmente
w D2 Sindrame do intesting narcoticeyhiperalgesi gastrintestinal
induzida por cproides

E- Disturbios da vesicula biliar e do esfinter de Oddi

» E1b: Distirbio lurcmnal do esfincter o2 Oda biliae

A- Disturbios esofagicos

@ @ roreRapturich | S <<

B- Disturbios gastro-duodenais

8 EZ Distdrbio funcional do esfincter de Oddh pancredtion

8 F1 Incontingnoa fecal
a FZ Dar anarretal funcionsl
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3 s ot st F- Disturbios anorretais
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» F3a: Propuisdo de defecagdo inadequada
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Drossman DA. Functional gastrointestinal disorders. Gastroenterology 2016; 150:1262-1279. 2.
Yamasaki T, Fass R. Reflux hypersensitivity: a new functional esophageal disorder. ] Neurogastroenterol Motil 2017; 23:495-503.
Andrade VLA, Carvalho NS. portal.secad.artmed.com.br/artigo/disturbios-da-interacao-intestino-cerebro-introducao-para-o-clinico 2023



CONSIDERACOES SOBRE:

DGBI — Disorders of Gut-Brain Interact
Algoritmos atualizados para sintomas
esofagicos

Tem limitacdes na pratica clinica.

Current Opinion in Gastroenterology 34(4):p 258-265, July 2018, |

How to use Rome IV criteria in the evaluation
of esophageal disorders

Max Schmulson

Purpose of review

In 2014, the Rome IV process and criteria were published. They provide a system o standardize patient
diagnostic requirements for clinical studies and pharmaceutical trials on functional gastrointestinal disorders
(FGIDs), which are now called disorders of gut-brain interaction (DGBI). Although the Rome criteria have
limitations in clinical practice, an understanding of the criteria can help clinicians to manage symptoms in
patients with DGBI, and with arganic diseases as well.

Recent findings
In this report, the Rome IV criteria for esophageal DGBI, the updated algorithms for esophageal symptoms,
and the multidimensional clinical profile [MDCF) are reviewed.

Summary

The esophogeal DGBI comprise functional esophageal chest pain, functional heartburn, globus, functional
dysphagia, and the newly introduced reflux hypersensitivity. They are characterized by the presence of
chronic symptoms attributed to the esophagus without evidence of esophageal structural, inflammatary, or
mnrilili abnormalities. Also, Rome IV suggests for the first time the possibility that functional heartburn or
reflux hypersensitivity might overlap with gastroesophageal reflux disease. Accordingly, testing with
endoscopy and biopsies, esophageal pH + impedance monitoring and high-resolution esophageal
manomelry are necessary to establish esophageal DGBI diagnoses. Algorithms aid in this diagnostic
process, and the MDCP that captures the full dimension of each patient’s presentation is helpful in planning
personalized trealment regimens.

Keywords
dysphagia, functional chest pain, functional esophageal disorders, functional heartburn, globus, reflux hyper-

sensifivity, Rome [V



Disturbios esofagicos

Disturbios sintomaticos que nao apresentam anormalidades estruturais, no entanto, pesquisas
revelaram os mecanismos subjacentes

sensibilizacao central anormal

regulacao autondmica

anormalidades de motilidade associadas

alteracoes histopatologicas (por exemplo, inflamacao de baixo grau)

ativacao imunologica

e/ou disbiose microbiana.

Interacao de multiplos fatores fisiopatologicos
A sobreposicao de categorias de sintomas pode ocorrer

Fairlie et al. "Overlap of disorders of gut—brain interaction: a systematic review and meta-
analysis." The Lancet Gastroenterology & Hepatology (2023).



VIA SENSORIAL DO ESOFAGO AO CEREBRO.

Nodose ganglion

D \ Nucleus tractus solitari

Spinal nerve

| Esophagus
Dorsal root ganglion

\\S Q Spinal cord

J Neurogastroenterol Motil, Vol. 16 No. 4 October, 2010

Vagus nerve

Estimulos no es6fago ativam receptores
nociceptivos na mucosa esofagica, como potencial
receptor transitorio, canal iOnico com deteccao de
acido e a familia P2X, canais ionicos controlados por
ligantes que respondem ao ATP.

Os estimulos sao transmitidos ao cérebro atraves
de duas vias sensoriais principais - uma via
simpatica e uma via vagal.

ISSo gera sinais que sao transmitidos ao SNC por
meio de nervos espinhais ou nervos vagais,
resultando em esofago sensacao.

Sintomas: refluxo, azia e regurgitacao.



Acid, trypsin with/without bile acid
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Kondo, T., & Miwa, H. (2017). The Role of Esophageal Hypersensitivity in Functional Heartburn.

Journal of Clinical Gastroenterology, 51(7), 571-578. Cervero e Laird, 1996).



Espacos intercelulares dilatados.
Micrografias eletronicas da mucosa esofagica de um rato com esofagite experimental

J Neurogastroenterol Motil, Vol. 16 No. 4 October, 2010



A - DISTURBIOS ESOFAGICOS ROMA IV

Al: Dor toracica esofagica -
Gastroenterolog

A2: Azia funcional
A3: Hipersensibilidade esofagica ao refluxo.

i
A4: GIObus Furn Deesl Coastrmeatisting DHaordes
s rders o (A LY

A5: Disfagia funcional

Drossman DA. Functional gastrointestinal disorders. Gastroenterology 2016; 150:1262-1279. 2.
Yamasaki T, Fass R. Reflux hypersensitivity: a new functional esophageal disorder. J Neurogastroenterol Motil 2017; 23:495-503..



Al: DOR TORACICA ESOFAGICA

Critérios diagnosticos devem ser preenchidos nos ultimos 3 meses, com inicio dos sintomas nos ultimos 6

meses, com frequéncia de pelo menos uma vez por semana.

DIAGNOSTICO DEVE INCLUIR:

Dor ou desconforto retroesternal (excluidas causas cardiacas)
Excluir sintomas esofagicos como azia ou disfagia

Excluir esofagite por refluxo ou eosinofilica

Excluir disturbios motores esofagicos

Andrade VLA, Carvalho NS. portal.secad.artmed.com.br/artigo/disturbios-da-interacao-intestino-cerebro-introducao-para-o-clinico 2023

Current Opinion in Gastroenterology 34(4):p 258-265, July 2018. | DOI: 10.1097/MOG.0000000000000443



A2: AZIA FUNCIONAL

Critérios diagnosticos devem ser preenchidos nos ultimos 3 meses, com inicio dos sintomas nos ultimos 6 meses,

com frequéncia de pelo menos uma vez por semana.

DIAGNOSTICO DEVE INCLUIR:

Sintoma retroesternal em queimacao

Sem alivio dos sintomas com o terapia antisecretora apropriada
Excluir esofagite por refluxo ou eosinofilica

Excluir disturbios motores esofagicos

Andrade VLA, Carvalho NS. https://portal.secad.artmed.com.br/artigo/disturbios-da-interacao-intestino-cerebro-introducao-para-o-clinico 2023

Current Opinion in Gastroenterology 34(4):p 258-265, July 2018. | DOI: 101097/ MOG.0000000000000443



A4: GLOBUS

Critérios diagnosticos devem ser preenchidos nos ultimos 3 meses, com inicio dos sintomas nos ultimos 6

meses, com frequéncia de pelo menos uma vez por semana.

DIAGNOSTICO DEVE INCLUIR:

Sensacao persistente ou intermitente nao dolorosa de um nodulo ou corpo estranho na garganta sem
lesao estrutural (exame fisico, laringo e endoscopia)

Ocorréncia de sintomas entre as refeicoes

Auséncia de disfagia e odinofagia

Excluir esofagite por refluxo ou eosinofilica

Excluir disturbios motores esofagicos

Andrade VLA, Carvalho NS. https://portal.secad.artmed.com.br/artigo/disturbios-da-interacao-intestino-cerebro-introducao-para-o-clinico 2023

Current Opinion in Gastroenterology 34(4):p 258-265, July 2018. | DOI: 101097/ MOG.0000000000000443



A5: DISFAGIA FUNCIONAL

Critérios diagnosticos devem ser preenchidos nos ultimos 3 meses, com inicio dos sintomas nos ultimos 6

meses, com frequéncia de pelo menos uma vez por semana.

DIAGNOSTICO DEVE INCLUIR:

Sensacao de alimentos sélidos e/ou liguidos impactados, alojados ou no trajeto esofagico
garganta sem lesao estrutural (exame fisico, laringo e endoscopia)

Mucosa esofagica normal

Excluir esofagite por refluxo ou eosinofilica

Excluir disturbios motores esofagicos

Andrade VLA, Carvalho NS. https://portal.secad.artmed.com.br/artigo/disturbios-da-interacao-intestino-cerebro-introducao-para-o-clinico 2023

Current Opinion in Gastroenterology 34(4):p 258-265, July 2018. | DOI: 101097/ MOG.0000000000000443



A3: HIPERSENSIBILIDADE ESOFAGICA AO REFLUXO.

Critérios diagnodsticos devem ser preenchidos nos ultimos 3 meses, com inicio dos sintomas

nos ultimos 6 meses, com frequéncia de pelo menos uma vez por semana.

DIAGNOSTICO DEVE INCLUIR:

Sintomas retroesternais incluindo azia e dor no peito
Excluir esofagite por refluxo ou eosinofilica

Excluir disturbios motores esofagicos

Evidéncia de que o sintoma é desencadeado por refluxo

Andrade VLA, Carvalho NS. https://portal.secad.artmed.com.br/artigo/disturbios-da-interacao-intestino-cerebro-introducao-para-o-clinico 2023

Current Opinion in Gastroenterology 34(4):p 258-265, July 2018. | DOI: 101097/ MOG.0000000000000443



A3: HIPERSENSIBILIDADE ESOFAGICA AO REFLUXO.

Paciente com queixa de azia e queimacao

1- Deve-se excluir refluxo ou eosinofilica por endoscopia digestiva alta

O que considera-se refluxo?
(Critérios Lyon 2.0)

LA Grade A
LA Grade B

Graus A,B,CeD?

LA Grade C
LA Grade D

Lundell LR et al. Endoscopic assessment of oesophagitis: clinical and functional correlates
and further validation of the Los Angeles classification. Gut. 1999 Aug;45(2):172-80.



Paciente com queixa de azia e queimagéo A3: HIPERSENSIBILIDADE ESOFAG'CA AO REFLUXO.

1- Deve-se excluir refluxo por pH metria esofagica (ou pH impedanciometria)
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[tem Total Empé |Detado Refeicdo

Duragdo do periodo [HH:MM)

MNumero de reflusos adcidos 20 20 0 0

MNumero de reflusos prolongados 0 LIJ ‘ 0 ‘ 0

Mais longo refluxo acido (min:seg) 0252 0252 0000 0000
40 0 0

Tempo total de refluxo [min)

0 6% Consenso de Lyon 2.0
.0'1 ‘EI.IJ ‘EI.IJ
1.8 0.0 0.0

Fracdo do tempo com refluxo (%)

indice de refluxo (refl/h)

Clareamento esotagico [rmindrefl)




Recent advances in clinical practice

Updates to the modern diagnosis of GERD: Lyon
consensus 2.0

Recent advances in clinical practice

ENDOSCOPY, WIRELESS pH STUDY, 24 HOUR pH OR pH IMPEDANCE, HRM 24 HOUR pH IMPEDANCE ®

off therapy on therapy =

=

ENDOSCOPY %

ENDOSCOPY H or pH-IMPEDANCE oo

{ ] [p P J [ HRM IMPEDANCE ] T
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~ = B ) @

CONCLUSIVE EVIDENCE| | LA grades B, C&D esophagitis AET>6% on 24 hour studies LA Yrades B, C&D esophagitis =
FOR PATHOLOGIC Biopsy proven Barrett’s muco AET>6% on 22 days on wireless Peptic esophageal stricture o
REFLUX Peptic esoph studies AET>4%, reflux episodes>80 73

. I . = e

o

fie AET 4-6° 4 ies " LAgrade A esophagitis 2

REOEIEE || iagasoncsoonagts ]| AET 48k onz2damson "heT i 2
EVIDENCE wireless studies Total reflux episodes 40-80/day 2

i3 ) \Jotal reflux episodes 40-80/day | e MNBI 1500-2500 Q 3 £

_ _ D @ B @ =

ADJUNCTIVE OR Hiatus hernia Reflux-symptom association Hypotensive EGJ Hiatus hernia N
SUPPORTIVE Histopathologic scoring systems| | Total reflux episodes >80/day Hiatus hernia MNBI <1500 Q N
EVIDENCE* Electron microscopy of biopsies MNBI<1500 Q IEM/absent contractility Reflux symptom association 2

\ y & W, - J R

i ™ 3 ™ S

EVIDENCE AET<4% each day of study** AET<1% i
AGAINST Total reflux episodes<40/day Total reflux episodes <40/day g’
PATHOLOGIC REFLUX MNBI>2500 Q MNBI>2500 Q =
. o/ & = r:e

* factors that increase confidence for presence of pathologic reflux when evidence is otherwise borderline or inconclusive W
** wireless pH monitoring: <4% on all days; pH-impedance: all criteria should be met. -8

Gyawali CP, et al. Gut 2023;0:1-11. d0i:10.1136/gutjnl-2023-330616



ESOFAGITE EOSINOFILICA

Realizar endoscopia digestiva alta e bidpsias mesmo com a mucosa normal.
Quatro a seis fragmentos, do es6fago médio-proximal e distal para aumentar a acuracia diagnostica.

DYSPHRAGIA

Lagw -

* Andrade VLL, Veloso JCS, Eosynophilic esophagitis gocusing on ** Andrade VLA et al Eosinophilic esophagitis, an

dysphagia.IN Patty MG et al. Dysphagia: Diagnosis and Treatment of : : e
Esophageal Motility Disorders. Elsevier 2023 emerging disease. GED 2008 27(5):00-00



A3: HIPERSENSIBILIDADE ESOFAGICA AO REFLUXO.

Paciente com queixa de azia e queimacao.

Endoscopia normal
Auséncia de esofagite eosinofilica com bidpsias seriadas

2- Excluir disturbios motores esofagicos usando manometria esofagica, preferencialmente
de alta resolucao.

510" - 12 20

Fontes, LHSF, Rodrigues TN, Herbella FAM, Andrade VLA. Manual Pratico de Manometria de Alta Resolucao —2018




A3: HIPERSENSIBILIDADE ESOFAGICA AO REFLUXO.

Paciente com queixa de azia e queimacao.
Endoscopia hormal
Auséncia de esofagite eosinofilica com bidpsias seriadas

2- Excluir disturbios motores esofagicos usando manometria esofagica, preferencialmente

de alta resolucao. B| = =
Type | Normal IRP High IRP
High IRP Absent peristalsis Absent peristalsis
Absent peristalsis Absent contractile activity 2 or more spastic contractions with or without
Absent contractile activity Resolution of pressurization periods of compartmentalized pressurization
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Torresan F, loannou A, Azzaroli F, Bazzoli F. Treatment of achalasia in the era of high-resolution manometry. Ann Gastroenterol. 2015 Jul-Sep;28(3):301-308.



A3: HIPERSENSIBILIDADE ESOFAGICA AO REFLUXO.

Paciente com queixa de azia e gueimacao.
Endoscopia normal
Auséncia de esofagite eosinofilica com biopsias seriadas

2- Excluir disturbios motores esofagicos usando manometria esofagica, preferencialmente
de alta resolugao. .o
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Fontes, LHSF, Rodrigues TN, Herbella FAM, Andrade VLA. Manual Pratico de Manometria de Alta Resolucao —2018



A3: HIPERSENSIBILIDADE ESOFAGICA AO REFLUXO.

Paciente com queixa de azia e queimacao.

Endoscopia normal

Auséncia de esofagite eosinofilica com bidpsias seriadas
Auséncia de disturbios motores esofagicos

3- Pesquisar se ha evidéncia de desencadeamento de sintomas por eventos de refluxo
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Esophageal
hypersensitivity
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. Functional esophageal disorder diagnostic algorithms and classification categories (cited from Aziz et al®). GERD indicates
gastroesophageal reflux disease; NERD, nonerosive reflux disease; PPl, proton-pump inhibitor.



DIAGNOSTICO A3: HIPERSENSIBILIDADE ESOFAGICA AO REFLUXO.

Queixa de azia, queimacao.

Endoscopia digestiva alta normal (sem esofagite de refluxo ou eosinofilica)

Manometria esofagica normal

pHmetria normal, porém com Indice de sintomas acima de 50%



TRATAMENTO HIPERSENSIBILIDADE ESOFAGICA AO REFLUXO (A3).

Tratamento nao medicamentoso:
Esclarecimento da fisiopatologia da hipersensibilidade ao refluxo relacionada a

hiperalgesia e alodinia

Tranquilizar o paciente e informar que nao sao necessarios Novos exames
Dieta: evitar alimentos desencadeantes
Considerar: higiene do sono, hipnoterapia, acupuntura

Tratamento medicamentoso: visa modulacao dos estimulos algicos.
Escolher medicamentos individualmente
Opcoes terapéuticas: amitriptilina e imipramina 10 a 25 mg/dia.
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DGBI — Disorders of Gut-Brain Interaction’. A - DISTURBIOS ESOFAGICOS

Al: Dor toracica esofagica A2: Azia funcional A3: Hipersensibilidade esofagica ao refluxo.
A4d: Globus  A5: Disfagia funcional

A3: HIPERSENSIBILIDADE ESOFAGICA AO REFLUXO
* Sintomas retroesternais incluindo azia e/ou queimacao
e Excluir esofagite por refluxo ou eosinofilica (EDA com bidpsias seriadas; pH ou pH impedanciometria)

e Excluir disturbios motores esofagicos (Manometria esofagica, preferencialmente alta resolucao)

* Evidéncia de que o sintoma é desencadeado por refluxo (IS > 50% pela pH ou pH impedanciometria)

Tratamento visa esclarecer os pacientes e a modulagao dos estimulos algicos.

Contatos: 31 999761029
nuvemmedicina.com.br
Instagram: NU.V.E.M Ensino



