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Objectives:

As a result of this presentation, physicians/APPs will be able to:

Use available diagnostic tools effectively for suspected
GERD

Apply updated management guidelines for GERD and
extraesophageal reflux (EER)

Understand the limitations of traditional medical treatment
options and learn about a novel therapeutic agent for GERD
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GERD HAS SUBSTAINTIAL IMPACT ON PATIENT QOL

QOL at baseline and after treatment with esomeprazole
(N=6215)

Baseline  After 2 weeks treatment B German norm population a
100

Qol in individuals with
80 GERD is significantly

lower than in the
o0 general population
40 (similar to that in
patients suffered from
20 acute coronary events)
0

General Physical Mental Social Vitality Role- Role- Bodily pain
health functioning health functioning emotional physical

Score

"m |. Kulig M et al. Aliment Pharmacol Ther. 2003;18:767-776.
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THE COMPLEXITY OF MANAGING GERD:
DEFINITIONS OF GERD

Montreal Definition of GERD - Based on symptoms, reflux symptoms can be
A condition that develops when the reflux of categorized into typical reflux symptoms
stomach contents into the esophagus causes (heartburn, regurgitation) and
troublesome symptoms and/or complications' atypical/extraesophageal (chest pain, laryngitis,
, cough, etc.)
Endoscopic Proof of GERD:
LA B, C, D Reflux Esophagitis - Based on endoscopy, GERD can be
Barrett’s esophagus categorized into erosive and non-erosive reflux
Peptic Stricture disease (NERD)

- Based on reflux testing, heartburn patients can
be further subcategorized into pathologic acid
reflux, reflux hypersensitivity, functional
heartburn

ol
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DIAGNOSTICTESTING



AMBULATORY REFLUX MONITORING

pH-only Testing: Impedance-pH Testing:

Wired: Wireless:

Impedance sites pH site

9cm
7 cm

Monitoring device:
\ | records pH in

{ esophagus C/ =

5cm

Distance above LES

3cm

.‘m LES
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AMBULATORY REFLUX MONITORING

Standard distal pH

sensor positioning (manometrically identified)
Test duration 24 hours
Test setting Placed in awake patient

Reflux composition

detected Acidic
Proximal reflux Possible
detected?

Primary/ secondary AET
parameters assessed SRA

5-cm proximal to LES

6-cm proximal to SCJ
(endoscopically identified)

48-96 hours

Typically placed during
sedated endoscopy

Acidic

No

AET
SRA

5-cm proximal to LES
(manometrically identified)

24 hours

Placed in awake patient

Acidic, weak-acidic, non-acidic

Yes

AET
SRA (acid/nonacid)

# Reflux episodes based
on impedance

# Nonacid Reflux
Proximal Reflux

% Bolus exposure

AET, acid exposure time; LES, lower esophageal sphincter; SRA, symptom-reflux association

‘ EG) Chen ] et al. Clin Gastroenterol Hepatol. 2023;21(6):1414-1421.
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ROLE OF HIGH-RESOLUTION MANOMETRY IN GERD:
STRIGHT LEG RAISE (SLR)

Prospective study investigating Competent Incompetent Sensitivity 79%
straight leg raise maneuver in EGJ EGJ Specificity 85%

patients with GERD symptoms e
(13 centers, 364 patients) EE———

Esophageal
pressure

Woem—lp

Abdominal

- — pressure

Clinical Gastroenterology
and Hepatology

Increase in IEP of | ImmHg provided ~80% sensitivity and ~85% specificity in identifying GERD patients.

al\
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The Milan Score: a novel manometric tool for a more efficient diagnosis

of gastro-esophageal reflux disease

_____ Method ] Reuls
T T T YV YY YT YT YT YT Q=

295 patient§ with GERD symptoms A supplemental cohort of 233
prospectively collected from patients validated the model

13 centers -
IEM SLR response - .
: AUC =0.88 (Cl1 95%: 0.82 - 0.93) ol S e
1.0+ Abnormal
IEM
0.8 »11 mmbg
SLR
11 mmHg
0.6 AR i e e e s I e 55 F e
{mmHg*cm) 240 220 200 180 160 140 120 100 80 |60 40 20 0
0.4+ EGJ type I i
137
Milan T T T T T T T T T T 1
0.2 score © 20 40 60 80 100 120 [140 160 180 200 220 240
EGJ type EGJ-CI Predicted (U S AS— .
. = 0.05 0.1 0.2 03 04 05 06 07 08 0.95
Creation of a nomogram and a score i , , e

1 1 1 NTLES IVROPLAY
. . 1.0 0.8 0.6 0.4 0.2 0.0 SR B Siboni, S et al. United E Gastroenterology J. 2024
W|th H RM Va rlableS Specificity ueg Jou rnal Vusuanl abstr:c( czt:ted ;;og:saar:‘ T;Ier R



NOVEL DIAGNOSTICTOOLS:

Esophageal Ml measurement via either multichannel intraluminal impedance catheters or endoscopic
impedance catheters, measures esophageal epithelial integrity

Mucosal Impedance (MI) Catheter
*  2-mm diameter catheter e * 2-mm diameter catheter
* Impedance sensors: * Impedance sensors:
* Length=3mm * length =4mm
*+  Sensor Separation = 2mm * Sensor Separation = 1.6cm 10an
B 7 cm *  4distal esophageal segments Endoscope
centered at:
* 3,57,9%m
* pH sensor at S5cm
S5cm Distances above SCJ
e 5 cM measurements obtained
Mucosal Impedance (Mi)
Catheter
w3 cm
Impedance sensors spaced 2mm
apart
0.5 cM =
Traditional multichannel impedance-pH catheter Mucosal impedance (Ml) catheter
20d 24-hour recording Real time data during endoscopy
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FOR DIAGNOSIS OF GERD

5000 | Pearson’s r=-0.03 o ©
4000 - L %o e s |
— e © ) ° 9 o°°
2 S e 5000
= 3000 . o oo P wR” W 1. BAET <4.0%
g 2000 < ° °g ° L 75 ?1050 2 °o‘§ — 4000 = AET 4_6:};‘,
g . ST 15cm | P BAET 26.0%
10004 : o? D
S E 3000 Frazzoni
0 u r o threshold
. 5000 - Pearson’s r=-0.5 - 5 : e - 5592 ohms T |~ e
Distal MNBI o s gcm | B 2 2000
4000 - = . =
correlated - :
g 2 3000 - el § |
modestly with = ‘L 1000
AET but not S 560 5cm H sensor at 5 cm
g 1
o 3cm | @ 0
proximal MNBI 1000 - — Distal Proximal
0 T . - - .
25 20 15 10 5 0
Acid exposure time
e\

|. Patel A et al. AP&T 2016 2. Frazzoni L et al. Gut 2022
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MUCOSAL IMPEDANCE FOR DIAGNOSIS OF GERD

10000 -
10cm
— 7500 -
S5em|  Distances above SCJ
measurements obtained —
w
E
Mucosal | M
ucosal Impedance (Mi) - ' -s 5000 —
o =
Impedance sensors spaced 2mm e } e
apart
2500 -
Mucosal impedance (M) catheter r
o -
| | | 1 | |
Eroded Mucosa 2cm 5cm 10cm
Location
a‘\
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MUCOSAL IMPEDANCE FOR DIAGNOSIS OF GERD

Current guidelines acknowledge
that catheter-based MI devices
show promise for differentiating
Zao GERD from non-GERD and
o | may be particularly valuable
s when conventional
investigations yield equivocal
results.

Mi (ohms)

) 4 5 B
Above SCJ

| Proximal esophagus

Channels proximal to SCJ
“- N W & 0 O N e

- N W e 0 O NS @
- N W e N e

“ N W & 0 O W e @

|l Normal EoE GERD

NORTH CAROLIN. CIETY
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IN GERD ASSESSMENT

Infusion

* Assessment of EGJ competence may help understand
GERD pathophysiology.

16 impedance
[ Planimetry sensors

EGJ

* FLIP evaluation of EGJ barrier function in GERD have not
demonstrated a discriminative distensibility threshold for
segregating symptomatic GERD from controls.

Pressure

e Abnormal esophageal acid exposure was associated with
impaired contractile response (i.e. AET was higher in patients
without repetitive antegrade contractions). This supports that
acid exposure is dependent on acid clearance mechanisms

AGA CPU Best Practice Advice 8: Clinicians should not use FLIP Findings to diagnose
gastroesophageal reflux disease or to determine the necessity for antireflux intervention.

Time (s) »

Ng%gﬁﬂ?&%ﬁggy |. Carlson DA, et al. Neurogastroenterol Motil. 2018;30(3):10.1 11 [/nmo.13240 2. Nguyen,Anh D. et al.
Gastroenterology 2025;169(4):726-736
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LYON CONSENSUS 2.0

Absent:
unproven GERD

to determine if GERD exists:
test off anti-secretory therapy

wireless pH monitoring

catheter-based monitoring

pH or pH-impedance

B —

Using off therapy
Lyon Consensus criteria

oNTOEI® - Gyawalicp etal. Gut. 2024;73(2):361-371
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T )
Endoscopy Borderline metrics on
. LA grades B, C&D esophagitis AET>6% endoscopy and reflux
GERD evidence Biopsy proven Barrett's mucosa >80 reflux episodes monitoring supported by
Peptic esophageal stricture MNBI<1500 ohms adjunctive evidence
\_ /
to determine wh t ence for o1 aga
B ermu;rv;is)t'. Ynpioms catheter-based monitoring ent ory GERD
s - Using on thera
ROVe0.SERD test on anti-secretory therapy ERARpRCEnCe Lyon _Co?'usensus cfi,t,eﬂa




LYON CONSENSUS 2.0

Conclusive
evidence for
pathologic reflux

Borderline or
inconclusive
evidence

Adjunctive or
supportive
evidence?

Evidence against

pathologic reflux
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UNPROVEN GERD

PROVEN GERD —

Endoscopy ,wireless pH stuay, z4- hour pH; er.oH impedance, HRM

LT T L]
ENDOSCOPY pH or pH-IMPEDANCE

LA grades B, C, and D esophagitis
Biopsy-proven Barrett's mucosa

Peptic esophageal stricture

LA grade A esophagitis

Hiatus hernia
Histopathologic scoring systems
Electron microscopy of biopsies

OFF THERAPY

AET>6% on 24-hour studies

AET>6% on =2 days on wireless
studies

AET 4-6% on 24-hour studies

AET4-6% on =2 days on
wireless studies

Total reflux episodes 40-80/day

Reflux-symptom association Hypotensive EGJ

Total reflux episodes>80/day Hiatus hernia

MNBI<1500 Q IEM/absent contractility

AET=<4% each day of study®
Total reflux episodes<40/day
MNBI>2500 Q

Gyawali CP, et al. Gut. 2024;73(2):361-371

24.rour pinipedance
ON THERAPY

ENDOSCOPY
pH-IMPEDANCE

LA grades B, C, and D esophagitis
Peptic esophageal stricture
AET>4%, reflux episodes>80

LA grade A esophagitis

AET 1-4%

Total reflux episodes 40-80/day
MNBI1500-2500 Q

Hiatus hernia
MNBI <1500 Q
Reflux symptom association

AET<1%
Total reflux episodes <40/day
MNBI>2500 Q



AGA GERD CLINICAL PRACTICE UPDATE

Patients with esophageal symptoms with unproven GERD and incomplete response to PPI trial for 4-8 weeks
No previous endoscopy or prior endoscopy without erosive disease “y GERD”>
nproven
+ EGD off PPI for 27 days P

« Concurrent prolonged wireless pH monitoring off PPI If EGD prolonged wireless pH
without LA B/C/D esophagitis or long-segment (=3 cm) BE monitoring off PPI

AET<4.0%
rules out ! )

EGD: no erosive disease EGD: LA A esophagitis
GERD - and and/or
functional hysiologic acid exposure Borderline acid exposure
AET <4.0% on all days 21 day AET 24.0%; not meeting GERD criteria

esophageal l
disorder

No GERD, likely functional Borderline GERD

esophageal disorder 1. Optimize PPI to control symptoms

1. Stop PPI 2. Aggressive lifestyle modifications/weight management

2. HRM if rumination or 3. CBT, GDH, or neuromodulators as indicated

esophageal motor
disorder suspected |

3. CBT, GDH, or i} 1
neuromodulators

Controlled symptoms Uncontrc-)llgd s.ymptoms “Proven GERD”

after optimization after optimization :

« Wean to lowest + HRM/pH-impedance endoscopically or
effective dose &/or monitoring on PPl in »r 3
on-demand therapy patients with belching pOS|t|ve off-PPI pH
with H,RAs/antacids nd regurgitation monitoring but

* Precision approach based
on pattern of reflux on
pH-impedance monitoring,
integrity of antireflux barrier,
obesity, &/or psychological
considerations

persistent symptoms
on PPl - consider
Functional-GERD
Overlap

-
N o GASTROPNTEROLOGY | - Yadlapati R et al. Clin Gastroenterol Hepatol. 2022;20:984-994.



EXTRAESOPHAGEAL
REFLUX SYMPTOMS &

DIFFERENTIAL DIAGNOSIS

-

Allergic or
2\ sinus conditions
Voice or
ropharyngeal
conditions
Pulmonary
conditions
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Extraesophageal ssmptoms and Differential diagnosis Multidisciplinary
manifestations team
Laryngeal/ENT Postnasal drip Otolarvngology
Laryngitis/hoarseness Laryngeal allergy Gastroenterology
Globus Functional dysphonia Allergy/Immunology
Mucus in throat Larvngeal papilloma Speech pathology
Throat clearing Muscle tension dysphonia Behavioral psychology
Throat pain Vocal cord paralysis
Sinus inflammation Vocal cord polyps
Post-nasal drip Sinusitis {(occult)
Gastric inlet patch
Pulmonary Post-nasal drip Pulmonology
Asthma Asthma Otolarvngology
Chronic eough Vocal cord dvsfunction Allergy/Immunology
Pulmonary fibrosis Medication reaction (le, angiotensin Gastroenterology
Allograft failure converting enzyvme inhibitors) Primarv care
Lung transplant rejection
Dentition Poor dietary habits (ie, acidic soft Dentistry
Dental erosions drinks, fruit juices) Gastroenterology
Dental caries Eating disorders with regurgitation Nutrition
(bulimia) Primary care
Xerostomia (Sjogren’s) Psychology

Environmental (ie, around acidic

fumes)



AGA CLINICAL PRACTICE UPDATE ON
EXTRAESOPHAGEAL REFLUX (EER) SYMPTOMS

Patients with extraesophageal reflux symptoms

With typical Without typical
GERD symptoms GERD symptoms

\ Allergic or .
sinus conditions i i Consider evaluation of DEiel
Twice daily PPI ! disorder found] Management of
for 8-12 weeks non-Gl disorder by ENT, non-Gl disorder
pulmonary, or allergy
Symptoms resolved |Symptoms persist A
l Negative
Treat End .
accordingly < positive] o oo OPY
v lN
u egative
“ I;ovlver PPtI Management of
o lowes ; : :
Negative otential functional
effoctive dosad Ambulatory reflux ’ g | P

monitoring off-PPI \ ] symptoms

l Positive TNegative

Optimize antireflux
regimen (medication >
and lifestyle) |

Responsive

Unresponsive \’ Consider positive | CONsider antireflux
on-therapy ‘ surgery in

reflux testing select patients

3L ook for evidence of GERD-related injury or complications and rule out alternative esophageal diseases.
bConsider endoscopy and reflux monitoring to support long-term use of PPI.
4‘\
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GERD TREATMENT



HISTORY OF MEDICAL THERAPY FOR GERD

Vonoprazan approved

Protonix and for erosive esophagitis
. Nexium launched Kapidex/Dexilant 2023
launched 2009 Vi
noprazan
1977 Aciphex laur ched onopraza
. . 1999 approved for NERD
Discovery of _ Famotidine Prevacid launched . . 2024
Umeprazl:lle Ranitidine 1986 Prilosec launched 1995 First genenc PPI
1979 1983 in the US approved
1990 2002

)\
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UNMET NEEDSWITH STANDARD PPI THERAPY

Activation of PPl from prodrug requires an
acidic environment

Binds to activated proton pumps (meal dependent)

|
: \/¢ Slow onset, full effect requires repeated dosing

7

, o Short half-life

Pharmacokinetics affected by genetic polymorphism

o\
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MECHANISTIC DIFFERENCES BETWEEN PCAB* & PPI

Mechanism of action Prevents proton pump activation by Prodrug needs to be converted to
blocking passage of K+ ions active form (sulfenamide)

Concentration in parietal 100,000-fold more elevated than in 1000-fold more elevated than in

cell acid space plasma plasma

H+/K+ ATPase binding Reversible, ionic Irreversible, covalent

Acid stability Yes No

Half-life 6-9 h 1-2 h

Maximum Soon after first dose After 3-5 days of repeated daily dose

pharmacodynamic effect

Antisecretory activity Acts on active and inactive pumps Only acts on active pumps

CYP2C19 Polymorphism No Yes

effect

*PCABs: potassium-competitive acid blockers

m Kothadia |P, Howden CW. Foregut. 2023.
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MECHANISTIC DIFFERENCES BETWEEN PCAB* & PPI

Mechanism of action Prevents proton pump activation by Prodrug needs to be converted to
blocking passage of K+ ions active form (sulfenamide)

Concentration in parietal 100,000-fold more elevated than in 1000-fold more elevated than in

cell acid space plasma plasma

H+/K+ ATPase binding Reversible, ionic Irreversible, covalent

Acid stability Yes No

Half-life 6-9 h 1-2 h

Maximum Soon after first dose After 3-5 days of repeated daily dose

pharmacodynamic effect

Antisecretory activity Act on active and inactive pumps Only act on active pumps

CYP2C19 Polymorphism No Yes

effect

*PCABs: potassium-competitive acid blockers

"m Kothadia JP, Howden CWV. Foregut. 2023.

NORTH CAROLINA SOCIETY
ofF GASTROENTEROLOGY



CLINICAL DIFFERENCES BETWEEN PCAB & PPI

Gastric lumen

(K K

e antsens o
SR
‘.@v
NSl

Parictal ccll

cytopiasm
PPI P-CAB
Best taken 30-60 min before meals No need to time with meals
Enteric coating needed No need for enteric coating
Repeated dosing needed for effect Effect seen after first dose
Short duration of effect Longer duration of effect

Less effective in CYP2C 19 rapid metabolizers Not affected by CYP2CI9 polymorphism

/N

N O GASTROPNTEROLOGY Shibli F et al. Current Gastroenterol Reports 2020



VONOPRAZAN EFFICACY IN EE: ESOPHAGEAL
HEALING AT WEEK 8

Proportion of patients with complete healing of EE in Phalcon phase 3 study

Patients with LA Grades C/D

All patients
£ (moderate-to-severe) EE
P<0.0001 P<0.0001
100
100 - 93 ‘ - P=0.0008 %2
X °.
S 80 g2 % 70
= = l Vonoprazan S
z 2 60 20 mg a< 60
o — c®©
cm© 9o
28 40 " Lansoprazole| % 2 40
& %’- 30 mg o -§_
g 20 g 20
0 0
Week 2 Week 8 Week 2 Week 8
(primary endpoint)
-«

N e W Lot * Laine L et al. Gastroenterology. 2023:164:61-7 |
gY. ’



VONOPRAZAN EFFICACY IN EE: MAINTENANCE OF HEALING

100

80

60

40

Patients with
maintained healing, %

20

A\
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Proportion of patients with healing maintained (at 24 weeks) in Phalcon phase 3 study

All patients

P<0.0001

P<0.0001

[ Vonoprazan
20 mg

[ Vonoprazan
10 mg

|| Lansoprazole
15 mg

* Laine L et al. Gastroenterology. 2023;164:61-71

Patients with
maintained healing, %

100

80

60

40

20

Patients with LA Grades C/D
(moderate-to-severe) EE
P<=0.020

P=0.049

75 77




Placebo-Controlled Period

Extension Period

VONOPRAZAN IN NON-EROSIVE REFLUX DISEASE

Vonoprazan for Treatment of Heartburn in Non-Erosive Reflux Disease: A Randomized Trial

Study Design T R
[ ]

(4 weeks)

s000 . . . : — =% | =
Subjects with non-erosive reflux disease 70 Vo ma | . T T
randomized to 6F o “Voopanzomg | san | ter ooy |
=0
\ j f‘il'% 50 3 a5 <3
: v 23 4o v
xl : & 3 . . s - e
E | D - g F 30 1 o = S, - - = - =i s
I 3 g . o oo po > °
a (= ] &7 E 20+ e e — ——” -
Placebo vonoprazan Vonoprazan 104 S =< = F,‘Iafebo
10 man #- Vonoprazan 20 mg
(n=258) ) g 20 mg ol - - , ; : :
(n=257) (n=257) ¥ < 1 7 SudyDay o 2 2
¢ 90~
. 80~
Re-Randomize g - = o 7
£a 70 ' st
20 ﬁ "o P F: " '-;ﬂ—ﬂ‘-:',,f"-::o{ - s g lf:"fw“mﬂ 'u sl '\WJ""&L'
—_— Q £ €0 P~ e w‘ ) e,
= % _ o Py 3
= ) {3 2 g S0 g .:'G-
[+}] =D ] S S £ 40 A - é/
gl |[= E = E 31 opd 7 A
P ‘1@ (= (= ) (= ) g IR 30 2 :.P,.:.‘.‘ ~}' "
S opraza Vonoprazan Vonopraza Vonoprazan &3 ?01:‘4". daa o fompraidl s ol
20 mg ‘ mg 20 mg iz as \./onopr.uan 20 mg
A7 pu— 0 s W L - tzm " J o g A N ) r< 71 -1 e e
: (n=122) nN=z4/ (n=235) 1 7 14 21 28 35 42 49 66 63 70 77 84 91 08 105 112 119 126 133 140 147 154 161 168
All study treatments were given once daily Study Day

Clinical Gastroenterology
and Hepatology

: l$ Laine et al, Clinical Gastroenterology and Hepatology, 2024,22(11):2211-2220.el0
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Integrated Analysis of Vonoprazan Safety for Symptomatic
Gastro-Oesophageal Reflux Disease or Erosive Oesophagitis

Colin W. Howden' | Philip Katz2© | Kenneth R. DeVault® | David C. Metz* | David Tamene® | Neila Smith® |
Barbara Hunt® | Yu-Ming Chang® | Stuart J. Spechler’

|4 Clinical trials of vonoprazan conducted in multiple countries between 2014 and
2023 were included (mean duration of exposure to vonoprazan: 2068 person-years).

Objective
To evaluate the safety of vonoprazan, a P-CAB, in an integrated analysis of Vonoprazan has been well tolerated with a similar safety profile to PPI
8108 adult patients. comparatorsmhrmto ¢ events and adverse events of spe

. ¢ in adults with erosive oesophwus and sGERD
Integrated Analysis

m * Subjects with erosive oesophagitis or sGERD from 14 Post-marketing Outcomes

clinical trials of vonoprazan ¢ No new safety concerns were identified
*  Adverse Events of Special Interest were assessed * Safety profile is consistent with what was established in clinical trials

< Severs Cutaneows /] [ Tubuloimtenstitiad 4 'ﬂi
Adverse Reactioms Nephotn " 812 Deficency ‘.“9, Mypomagnessemia
T \——/}

0.05 0.05 0 0
Incidence rate per

100 patient year

—> Vonoprazan is well-tolerated, with a safety profile comparable to PPIs.
a\
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eraasmommEooer—« - Howden CWV, et al. Aliment Pharmacol Ther. 2024;62(5):835-851



Met eligibility criteria and signed

L O N G T E R M oeredents Phase IV, randomized trial
Excluded 93 patients

- Voluntary withdrawal (n=5) involving patients with erosive

SA F E TY T H E Y e esophagitis in Japan

Randomized to treatment

A 4

(N=209) . .
Excluded | patientishe 5-year histopathological follow-
p| discontinued before . .
treatment intiation up data in patients on
maintenance vonoparazan |0-20
. Entered the healing phase Entered the healing phase mg VS IanSOPraZOIe I 5-30 mg
% and assigned vonoprazan and assigned lansoprazole
g ) L Parietal cell and foveolar
é Excluded 2 patients Excluded 1 patient hype r’pIaSia were more
f“{} » + Protocol deviation (n=1) » + Protocol deviation (n=1) .
5 * Lost o follow-up (n=1) frequently detected in
',—% Excluded 2 patients Excluded 1 patient
% - XDil:i not meetI entry e xDiL:j not meet| entry the Vonoprazan grou P
criteria (n=2) criteria (n=1)
v , Median serum gastrin levels
Entered th int h Entered th int h . . .
T s R were consistently higher in the

% Safety analysis set was used Safety analysis set was used VonOP razan grou P
= »| for primary, secondary, and » for primary, secondary, and
é (a:j:t:iiosr;al endpoint analyses ?:;jét;c;nal endpoint analyses NO increased riSk Of mal ignant
% Full analysis set was used Full analysis set was used eP|the||a| Ce” alte rations or
g »| for the secondary efficacy » for the secondary efficacy 0 .
= analyses (n=135) analyses (n=67) gastrlc neu r‘oendOC rine
o v v . .

“‘W g Completed treatment (n=105) Completed treatment (n=53) tu mors in elth er grou P

ot Canon Socnsw « Adverse evgnt (n=12) + Adverse event (n=2)
ORTH CAROLINGBCIET : \éc:::.;r:;a(rx :g)thdrawal (n=15) : \L/ETJ r:ft)a:slmr-lzfa(wn:()n:a) Uemura N, et al. Clin Gastroenterol Hepatol 2025.
+ Others (n=3) 23(5):748-757




TAILORED USE OF P-CAB IN GERD PATIENTS

( \% ( 7y
. especially high grade
A

(LA C/D reflux esophagitis)

(including possible PPI rapid
metabolizer due to polymorphism)

who need more possible on-demand dosing
rapid response

EE, erosive esophagitis; NERD, nonerosive reflux disease; PPI, proton pump inhibitor.



SUMMARY

GERD is a prevalent condition worldwide that negatively impacts quality of life.

In patients with reflux symptoms and without endoscopically proven GERD, reflux testing
off therapy (preferably prolonged wireless pH testing) should be considered.

Lyon 2.0 offers diagnostic criteria for GERD and for potential exclusion of GERD.

High-resolution manometry, mucosal impedance, and potentially FLIP are tools that may
serve as adjunctive roles in GERD diagnosis.

PCABs have demonstrated superiority in healing and maintenance of healing in patients

with erosive esophagitis (especially moderate to severe) and improvement in heartburn in
NERD patients.




CME/MOC Question:

(multiple choice - list 4 answers to choose from)

Which of the following is NOT a property of potassium competitive acid blockers (PCABs) or
proton pump inhibitors (PPls)?

a

b.
C.
d

PCABs prevents proton pump activation by competitively blocking passage of K* ions
PPIs are prodrugs that requires conversion to active form

The antisecretory effect of PCABs are meal-dependent

PCABs are not susceptible to the CYP2CI9 polymophism effect
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CME/MOC Answer

Answer: c.The antisecretory effect of PCABs are meal-dependent

PCABs act on active and inactive proton pumps and thus their antisecretory effects are not meal

dependent, while PPls can only act on proton pumps that are activated by meals and thus are meal-
dependent.
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