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Acid-Related Diseases

Prof. Somchai Leelakusolvong, M.D.

President of Gastroenterological Association of Thailand,
Siriraj Hospital

UNUNNU89 P-CABs Tunn93nen Acid-Related Diseases (ARDs) LL@%%’@%@

ANLaandtIenlusEze Inasingy P-CABs Tutlszmdlneiiaznanntiane
vonoprazan %dﬁ@m@mﬂﬁﬁdﬁiﬂiﬂﬁ A9 vonoprazan NANELZNIT binding WUL ionic
W8 reversible AANAEIlUaNNzNIA AATIEIReNaszanns 9 dalue il
prodrug H metabolism @2ulunn1u CYP3A4-5 aaNI0dfINNIYineuIas proton
oump 1&%eli active phase uaz resting phase @131903UUTENIUNBUNTNAY
flnanmsls uaglvilsy@vanngegaldsious dose usnfifurlszvnu luanigii PPIs

o

Fan=ULNNT binding WU covalent Lay ireversible ldAsAIlUaN1IENTIA ANATITAR
&

undlaanaldladiiu 5 49lue AesenAanisauny hydrogen iU sulphenamide

Time course of acid inhibition by P-CABs and PPIs

Full and fast onset of effect P-CABs
With first dose
55 Maximum
= ( e e ' Va ag inhibition
1 2 3 4 5 Days
b & «<=»
PPIs Cumulative effect

Maximum

L K\/_\/V—\/_\ o

1 2 3 4 5 Days

Reference: Hunt RH & Scarpignato C. Curr Treat Options Gastroenterol. 2018

Iomsnwne

form Aqazlaléius proton pump 1§ a4iia
Wlu prodrug G?il\i[;ljmtii’mm? absorb ﬁ
proximal small bowel nauasazinauls
f1dann3vineuaes proton pump L&
\aneiiatlu active phase whtiu daullun
sz 3 1u 5 a8 metabolism WU
CYP2C19 Tiwdeiily CYP3A4-5 vie
non-enzymatic pathway Tuunesa ﬁQ"i
PPI anflusesfudseniunauainig
sondadasiisynnu PPl arltlszasmils
neuasazls full effect

RINNINANABY acid inhibition
effect 489 vonoprazan Nu PPI WU
vonoprazan gNNT0LY maximum acid
inhibition 1ﬁ§dLLﬁi dose LL?ﬂﬁﬁ?v‘Llﬂ?zmu
Tuanugdl PPl fassutlssnull 4-5 du
Asazlel maximum acid inhibition (7951
7 1) Anflumguanilafiviliaansn
AMTEEZLIANNITLD vonoprazan 11013

AaREa H. pylori leduaandnnisld PPl



fnnsFneTauiay acid inhibitory effect 184 vonoprazan 111A 10 WAL
20 {a@aniu AU rabeprazole AWM 20 UAT 40 HAANIN f?u@zm%ﬂummaﬂngmmwﬁ
(SAMURAI Study) WUNALaaeads=a pH ‘Lunzjw?ﬂﬁﬁi"u rabeprazole Aa 3.90-
4.97 @'fmmjmmﬁﬁ*u vonoprazan AANLAALU895YAU pH @gjﬁ 5.07-6.10

T9gendn uaasliiuivaanausslunisdudenisuasnsalefndn rabeprazole

(é’fﬂgﬂﬁ 2)

vs PPI: acid inhibitory effect

VPZ 20 vs RAB 20 VPZ 20 vs RAB 40

—— Vonoprazan (n=5)

—— Rabej

PH
b 8
6

0 5 10 15 20 25 0 5 10 15 20 28 0
Time (hour) Time (hour)

Reference: Takeuchi T, et al. Aliment Pharmacol Ther. 2020

Vonoprazan 10 mg/ 20 mg vs. Rabeprazole 20 mg / 40 mg
A randomised, open-label, two-period, cross-over study in healthy Japanese subjects (Samurai study)

5 10 15 20 as:

Vonoprazan 10, 20 mg OD had a more potent and durable acid-inhibitory
effect as compared with Rabeprazole 20 mg / 40 mg

ANSt8 vonoprazan
tu Reflux Esophagitis

18343INN1TANHILLL non-
inferiority trial Lﬁ@Lﬂ?ﬂULﬁﬂu vonoprazan
20 AAANTN MU lansoprazole 30 NaanNTN
lunisAauAN@INIg heartourn Tugilos
32 714 W‘Llfjﬂﬁl Day 1 vonoprazan
ANHNTOAIUANDINIT heartburn e
1NN (31.3%) ﬂ@jmmﬁ‘fu lansoprazole

12.5%) DEUNNURIATYNNATH p<0.05

—

VPZ 10 vs RAB 20

s

= L v o =2
ﬂﬂgﬂ‘V] 4) UBNAINULAINNITANEN

—_

Vonoprazan
—— Rabepr

3ATINITUILAINAINIT heartburn

fav)))

5.07
444

(resolution rate) laenfie iy PPIs wuqn

odd ratio (OR) 7 Day 1 W@z Day 7 Wiy

Time (hour)

17% WA 39% MINAIAL T9HANNLANFN

AUeLNITALAL

evinnsAnenteszazinanfin pH wanngn 4
(pH above 4 holding time) 2483 vonoprazan ﬁﬂjmm 10, 20
W 40 NadnTN WFeuisuiy PPls 2WANIATIIN WU
vonoprazan nﬂmmmmmmiﬁiwmmﬁﬁ pH w1NN9n 4

leigandn PPl ynsia (Ae57 3)

pH >4 holding time (%) with PPIs

Standard dose of PPIs vs. Vonoprazan 10-40 mg

pH >4 holding time (%)

10 20 40

20 4w 20 4w 1530 10 20

Tmgilszasnlunainen ARDs usiazlsasiasns gastric
pH wmnsinei 1éun Duodenal Ulcer (DU) Bl pH 3nnnn 3
Tagldinanlunsinen (healing) 3-4 &a19A, Reflux Esophagitis
(EE) siaedl pH w1nnan 4 lagldiaanlunisine (healing)
lseanay 8 @At dvu Helicobacter pylori (H. pylori) ABINNg

pH annan 5 duflwihuvanaeldlunisnmande

Heartburn relief with

Lansoprazole

Cumulative patients with complete Heartburn relief
Vonoprazan 20 mg or lansoprazole 30 mg, RCT (n=32)

100 =
Complete relief of Heartburn Day 1
90 31.3% in Vonoprazan vs 12.5% in lansoprazole
80
4
70 Vonoprazan 20 mg

(P <0.05)

Complete symptom relief (%)
")
3

NFANENTNNARENITATLAN EE D4 1987 4 LA 8
Ml NWLINERHANNTUUTIIBALTANNLNEAU (severe grades)
sz@n8nMa89 PPl Aanng healing A2ENtesad AIAIBENN
esomeprazole a¢n3lafAN13ANENUTLANTAN B vonoprazan
waz lansoprazole lu EE 1iinfil A Nguusatias (mid grades)
Winaldunnmnaiuus vonoprazan azlANaRANIN lansoprazole

I a aa g A aa

atdaadlunsaiiuaiiniiAanguwssnn (severe Grades
C/D)

nM7ANEN Maintenance study 183 vonoprazan 10 LAY
20 {A@ANTN LU lansoprazole 15 HAANTH AHA B4 1947
24 §ulenit wudmsnsiiluan (recurrence rate) Tunguiilaiy

v | | Ay va A

vonoprazan u@ﬂmﬂﬂquimu lansoprazole lunqmp_jﬂw

NAMNTULIatiat (mild Grades A/B) TAEAENLAINUANFNY

niarulunguUaefiANguRIaNIN (severe Grades C/D)




Rare EE recurrence with
maintenance dose

Recurrence rate observed by endoscopic examinations up to 24 weeks
of maintenance dosing according to the LA classification

45
40
35

Recurrence rate (cumulative) (%)

Recurrence rate (cumulative) (%)

159 158

155 Number 38 43 41 Number
f case of case

prazan 10 mg group @ vonoprazan 20 mg group B L:nzoprazole 15 mg group

naaAe 13% 1uﬁ§ﬁ1é’§u vonoprazan Wiguny 39% 1u;§ﬁ15§u
lansoprazole (ﬁqgﬂ‘ﬁ 5)

nsAnenlugtlos EE a1uau 1,024 918 984 Lorence
Laine MAmsfialuil 2023 e ffendiieunnsld vonoprazan
20 Na@ansN NU lansoprazole 30 faaniy uan 8 dani
(acute phase) Mﬁqmnﬁu%ﬁm&zﬁuﬁﬂqmﬂu 3 naulinlady
vonoprazan 10, 20 NaanNTd WAy lansoprazole 15 NAANTH
salldn 6 WWeu (maintenance phase) Wan13ANENlL acute
phase WU9N vonoprazan 20 NAANTN HAMNNLANFAINNAL
lansoprazole 30 AaaNTN WIad therapeutic gain 1MNNL 8.7%
lunnngamanaguus (all grades) Waziviniy 20% sluﬂrojmﬁlﬁ
ANTULIININ (severe grades C/D) AUNALU maintenance
phase T 1981 6 LABL WL vonoprazan ¥4 10 uay 20 AAnsH
Tﬁm@ﬁﬂdﬁmﬂmmﬁéﬁ lansoprazole 15 NaANSH waNaINis
Ann9ANEN Maintenance study 1ABTIUIINANNETINNNTANEN
WU Q4 1081 6 LRew W vonoprazan 10 Way 20 XNaaniw
vinaAnan lansoprazole 15 AAANTH LHUAU

nsAnenlugtlay EE Grade CG/D 47191 9,267 3¢l
fifn1799us98aN RCT 13 MIANEIWY treatment failures
779 acute phases 1uﬂ@jmﬁ15§u vonoprazan e 6% L7igLnL
21% lumjuﬁvlﬁ'?u PPI detilofarsunainnsnazidiug
valsyansnmuazanaanaiaes vonoprazan 20 HaaNFH
Tudng esomeprazole 40 RAANTHN AIUNTTANEN maintenance
phases Tuiiae 1,834 978 WU treatment failures Iuﬂzjmﬁ
185U vonoprazan Winfiu 21% sy 30% ”Lumjmﬁiﬁ’?u PPl
Laziiafatsnnainninaziiudinalss@nsainuas
ANNaaAftI89 vonoprazan YuRngn PPI i

duiuludszinalnesnedaann Thailand guideline
2020 for medical management of gastroesophageal reflux
diseases laxn7szyTiannsld P-CAB lu Statement 19 91
P-CAB Husv@nsnnalisaylindn PPI Tunns healing and

maintenance healed EE LAz P-CAB RuunlunNiamsinis heal

EE 1iAndn PP Insianngludiloail severe EE

naalaeaginasld vonoprazan T GERD @1:n3n

41971109717 heartburn Haus dose wsn Slszlamilugilon

erosive esophagitis ‘ﬂﬂmﬁﬁqumlﬁw’m (LA Grade C/D)
i 10%

v 1

soNDanLaRsINITlug lauasng

ASt8 vonoprazan UNSANYALED
H. pylori

AMNITANEILB UN.FJNT WUAINTNLBILT S
. ~ o
H. pylori luilszwnelng 28.2% tasmusnniigalunanzduesn
= = o v o o & L&
dgnurilewaziaagaluniala neiande H. pylor Bu
v A, . ' = =i &
FRINNINNAZNN intragastric pH 81NNan 5 Liasanninazil
o 6§ v . Y & ~ ] ax

eyl H. pylori wtissiannnauw waziaonaloseslfiouy
Tnaane amoxycillin Wag clarithromycin Tantu

iuﬂﬁ'ﬂﬁu Maastricht VI/Florence consensus report
dauauuInunsligrseninenianide H. pylor IAERANTIN
NMIRaReEN clarithromycin snnvisatiaandn 15% hunom
Tng first-line wuzdnlild bismuth quadruple therapy nia
clarithromycin triple therapy (Mﬁﬂﬂﬁiﬁfarﬂ'@m clarithromycin
Adaandn 15%) 738 non-bismuth quadruple therapy YRG!
concomitant therapy (‘mﬂﬂwa’aﬁi@m clarithromycin Hunnnin
15%) Matdlasinnsszyly Statement 9 91n3ld P-CAB Faufiu
endfFauglugnsindnime H. pyior Wikaaind vivelaisieslnd

v . o o 6 Y a . . =

N9l PPl based triple therapy auduldiilu first-ine w3a

. ¥ oA v A a A aa
second-line waglinanndtlugilaafdinishesasnljious

nrAnEIn1eAdintulszinalnelng woy.alsan
WLINNNTLA vonoprazan based LU dual therapy 14 M Uy
vonoprazan based WU triple therapy 14 91 lvinan1snianm
e H. pylori ABUTNNAN WALNBLWNAIUNIALEY vonoprazan Lilu
60 NAANTNABIU LLIL triple therapy 7 94 WAZINALWN bismuth
lugneendniuneinm 14 Ju nudiaxnsnbianneian
vie H. pylori l6gaN91 90% AIuNMTANENULL Meta-analysis

= =
lagsausanain 9 nasanen (saunsaneludsenalng
g wn.iadnig) Wraumisunisld vonoprazan My PPl lu
NNINNAATR H. pylori ST first-line therapy W91 vonoprazan
based liamnsnsmandalagandn 90% Tuuneignsenild
PPI based lvinatlszan 80% @aun13kd P-CAB lu second
uwaz third-line therapy fAsABINITTayaLNNAN M9l ACG
Clinical Practice Guideline T4ARNNIUT 2024 naaiauUINIg
nsldenrinanae H. pylor lugtlae Tnsuuziilild P-CAB
WU triple therapy lungaidiaemlasiaenious uagld P-CAB
A Ao ' Vo o |

WUY dual therapy Tungqudtlhendslimelasunisinmanne

panandlum s utesdinae (suggested) (Aa51l7 6)




ACG Clinical Guideline: Treatment of Helicobacter pylori Infection
ACG Clinical Practice Guideline

Treatment of H. pylori Infection in North America

Penicillin
Allergy

Naive (Salvage)

Regimen Empiric Proven antibiotic
ed sensitivity

Optimized Bismuth

Quadruple

Rifabutin Triple

MM

I Vonoprazan Dual 0 o
'Vonoprazan Triple

Levofloxacin Triple

Recommended Suggested @ May be considered when other treatments are not options.

* When Bismuth Quadruple Therapy ot an option, consider referal g andior

Chey WD, et al. The American Journal of GASTROENTEROLOGY 2024

nanalaaagnisldgmsan vonoprazan based 1
NaeRINNINNAREE H. pylori NANGN PPl based @18170 1
srazialuNIInENaunaann 14 Tl 7-10 Au daunngld

WUL dual therapy E9AF@INNTIOYANTANELNNLAN

S8 vonoprazan tuUde Peptic ulcer
diseases

NANNTANEN multicenter, randomized non-inferiority
5 aa v A a =

trial Anlsane1unaAssng lugdasfidniovidenaan
MaAUeIMNTdIURUW (UGIB) 1aglyi vonoprazan aum 20
Aaanin Jutszymuiuar 2 asailunan 3 Ju muRae 20
A a o o < 0 A o = ~ o v
Jaaniu JuazATeraan 28 Ju wWisunaununiglu
pantoprazole gtpaniuna 3 U musos omeprazole 20
Aaanda FuLlseynuiuay 2 ATIRRAN 28 TU WL vonoprazan
Tinannan PPl atldad1 AN INADALULITaINITIAR
rebleeding nelu 30 9u 79009 secondary end points aqlaun
bleeding tW L1901 3, 7 U, mortality WA rescue therapy Iuﬂ@::ﬂ

NlATL vonoprazan tiatiaanan PPl adeldasAmyniais

A2IWUAaD0AN8UDY vonoprazan

ﬁﬂz,lu@@nﬂ systemic review, meta-analysis 79U794
R7N 77 NITANHINLIN adverse events UB4 vonoprazan
Taisinaann PPI uazegliunauiiaeniyls Tneadeyaiinan 2 1
aNN9LD vonoprazan 10, 20 AAANTNLAY lansoprazole 15
NadNTN WUINTLAU serum gastrin Lﬁﬁ?usluv;ﬂmim WAL
anadlfiflangnen uananildainsinmieanaaanis
5282819 5 1 189n19LD vonoprazan 1U1A 20 NAANTH WAY
lansoprazole 30 daanTu Turlae EE (ﬁagﬂﬁ 7) nanalainwy
neoplastic/dysplastic of epithelial cells ﬁ\mmmﬁm, WU‘q‘i;T'r?m’n‘mi

N9LAA parietal protrusion/hyperplasia, foveolar hyperplasia,

G-cell hyperplasia kay ECL-cell hyperplasia 1um2§mﬁ1§§u

vonoprazan gan31Ngx lansoprazole whl{uedAynieata

5-Y Long-term safety

S . & e ) e
© 0

Neoplastic/dysplastic of epithelial cells

Parietal cell protrusion/hyperplasia 936 789
Foveolar hyperplasia 46 a5

G-cell hyperplasia 853 702

ECL-cell hyperplasia 18 18

atinalafimunigld vonoprazan daulundnilunngld
?wzz%uwhﬂfu gndudly maintenance EE WAy prevention of
peptic ulcer Iuﬁﬂqaﬁ'ﬁmﬂ%’ NSAIDs/ASA 72812819

vonoprazan ﬁ‘i’f@ﬂﬂ%’ﬁagﬂ‘ﬁ 8 Tmel AGA clinical
practice update 2024 IRYEAVRLY vonoprazan ANTIELUNNTTNEN
H. pylori 1Lt severe EE ‘Lu;ﬁi"nmﬁfm PPl llldna (PPI
failure) uazlugilae peptic ulcer AAafen1ssNE A2 PPl

(refractory to PPI)

Vonoprazan indication

Indication Dose Numl;eraf Treai
erio
10 mg 20mg daily doses P
Gastric ulcer - 7 once Up to 8 weeks

Duodenal ulcer - v Once

Up to 6 weeks
s Usually up to
Refl h, 5
eflux esophagitis v Once dvieks
Maintenance of healing of V-

reflux esophagitis Once

(if needed)
Suppression of recurrence of DU or v Once
DU during treatment with low dose aspirin

Suppression of recurrence of GU or v cn

DU during treatment with NSAIDs

Adjuvant treatment of H.pylori eradiation - v Twice At 7 days

Tudszinalnedetsldaes vonoprazan #lasu
N19RYH waalaun reflux esophagitis (all grades), gastric ulcer,
duodenal ulcer, H. pylori infection, prevention of recurrent ulcer

of NSAIDs and low dose aspirin lazmaintenance of EE

Disclaimer:

This content is provided for HCPs only.
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