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Differential diagnosis of a large ulcer in the distal rectum
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Endoscopic characteristics of rectal neuroendocrine tumors
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Barrett’s esophagus with low grade dysplasia
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Gastric submucosal tumor
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Precautions for periappendiceal orifice polyp resection
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Treatment of undifferentiated early gastric cancer: endoscopic vs surgical approach
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Endoscopic treatment strategies for peptic ulcer bleeding
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Natural course and treatment strategies for low-grade gastric adenomas
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Review Reflux esophagitis misdiagnosed as dysplasia
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Autoimmune gastritis diagnosed with multiple neuroendocrine tumors
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From sentinel polyp to gastroesophageal junction cancer
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Primary malignant melanoma of the esophagus
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A case of improvement of reflux symptoms after total gastrectomy with administration of
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Gastric lesions in an immunocompromised patient: a case of cytomegalovirus gastric ulcer
followed by early gastric cancer after kidney transplantation
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Esophageal achalasia misdiagnosed as reflux esophagitis: a case of type Il achalasia treated
with peroral endoscopic myotomy
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A case of peptic ulcer at esophagogastric junction, misdiagnosed as dysplasia
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A long-segment Barrett’s esophagus combined with LA grade B esophagitis
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Ari Fahrial Syam 1= | QI=U|AOfCH=tw Ofwfhat Lt

Fexuprazan demonstrates superior therapeutic efficacy in Indonesian GERD patients.

- Enhanced early reflux symptom control by day 7 compared to esomeprazole

Professor Ari Fahrial Syam | Division of Gastroenterology, Faculty of Medicine, Universitas Indonesia
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Differential Diagnosis of a Large Ulcer in the Distal Rectum
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Figure 1. Rectal lesion
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LHAIZZARY, & Zei2 RASE Yais BY & Ql=0l, 12N AYAY 5322 20N 2 3-10 cm Afo[e] 21F
Ml 22 LA, ALY, 28, St B SEY EHNE B 4 Qltt, 46|, LYl vis Sz Feie 2 28Y
HHOZ LIEHL = ZR0l= UAIZ A7iRto == 2R 2180| o7 |= sict, AR 87|18 8Y, 2 EH, &2 59
A2 HOH, WHE 42 A AR UM Holt

2 329 32, HH0| 2F LIZY B 0|A2 S oLt XS ShHie H|w M JiILet HUAACE US| ZAHH A
Felotn Y EHS UM Mooz T Qo HOF Amo| XA 20| 2HEE & ofL|et [ FekMo| 2EEX| ¢t
= YH9| 7Is540] =0t HRICt

DEM RRHQF SS 0| EXMO| RRIHAF AZAS HOt NRE(lamina propria)2l MR skfibromuscular obliteration)
0|, Ol= M Z=301M RaHe Helz MRV MM Al0|2 2Eol= Yooz TAFEICH ot Fao| Ml nigy, M
TE o= HH 02t o B US S0| StHtE 4 bt AMA0M= ATe| oY, e HIEY, M 2o oty 3 A&
Ao RN, DY AYAY St Bels| LR ECH

TN YL B2 K== SRS HiHEH0l Thet MRS Solf HH (L 30l 22f 9ot JCHM Blg = &8t SO
=Xl &Rt wHsh = A0IH, HI0|2L|=8(biofeedback)2 SsliA HiH ==l(defecation training)& siiF= 20|
E20| Hlck= B uE0| 1, 24 X|Z2K|(topical treatment)2 sucralfate 2&, corticosteroid XA, sulfasalazine &%
S= nefelf = 4= ot

Table 1.° Differentiation between solitary rectal ulcer syndrome and rectal cancer

Common Features Solitary rectal ulcer Rectal cancer

Age

Symptoms

Lesion Location
Laboratory Findings

Endoscopic findings

Histologic findings

Any age

Rectal bleeding

Chronic constipation

Lower rectum

Iron deficiency anemia

Solitary or Multiple ulceration

+ Fibromuscular obliteration in the lamina propria

+ Extension of muscle fibers upwards between crypts
+ Diffuse collagen deposition in the lamina propria

+ Glandular crypt abnormalities
+ Mild inflammation

Older ages

Rectal bleeding
Changes in bowel habits
Weight loss

Lower rectum

Iron deficiency anemia

Exophytic endoluminal masses
Polypoid or Nonpolypoid ulcerated lesions

« Well or poorly differentiated adenocarcinoma
+ Cellular atypia
+ Pleomorphism

REFEIEINCES ...ttt ettt ettt bttt
1. Zhu QC, et al. World J Gastroenterol. 2014;20(3):738-744.,
2. Forootan M, et al. Medicine (Baltimore). 2018;97(18):60565
3. Faghih Dinevari M, et al. Clin Case Rep. 2023;11(4).e7277
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Endoscopic Characteristics of Rectal Neuroendocrine Tumors

A7 LAz}

A
gl

6 M IO 2 LHA|AREEKE(endoscopic mucosal resection, EMR)S AlgiEHo} 2ix|= &iXj2 1-24

7tA0 2 X thALHAIZZE A colonoscopy)E Aldfet QELICH ZiZ AAA &2H(anal verge)2| 10 cm 2&
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T2 8 i 2iial 4 Qi SHROI LA AZH0|L ZIk 80| QU=X| 2ol=Rir

Figure 1. Endoscopic finding of rectal neuroendocrine tumor
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rectal polyp)at 22 AIZUEH[Etiny rectal NET)0IC,

UEMto 2= 20| MR42 4= QT 2FOI NET= F2 HefE(muscularis mucosa layer)0|Lt Ha6tS(submucosal
layer)di| Zifol= AIlst EH(subepithelial lesion, SEL)OZ £fAHO| Z7A Seff2 ZAEH, BWH EH2 ojngn 87|
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T2t 2O NET= tHRE 5 mm O2H| 22 7|0 A Y7ATl= 47t Saict BL| | E26otAL 22 87| FE= BEE &
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Figure 2. Endoscopic characteristics of rectal neuroendocrine tumor

(A) A honeycomb-like appearance observed in magnifying NBI of normal colorectal mucosa
(B) A honeycomb appearance on NBI in rectal neuroendocrine tumors

(C) A tree on sunset appearance on NBI in rectal neuroendocrine tumors

REFEIEINCES ...ttt ettt ettt bttt
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Barrett’s Esophagus with Low Grade Dysplasia

SHEI2 7 [RRI0] G 474 AL SHKIoIA 27 2Hom LIS ABSIZn LA AZ0M HiZlAI=| OpAS

BROH ZXAMOA BIEIAE2 T M= 0[M(low—grade dysplasia)0| SEtE HO2 S0l Ct
LHAIZ AFRIOIA 20 = bRt 20| HO| ZAIVT HEt6HK| 20t 20 |=H|, 0|2{8t B0 HEA XIZet=X| ZSELIct

Figure 1. Barrett's esophagus on upper endoscopy
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Figure 2. Barrett's esophagus
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Gastric Submucosal Tumor
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LHAIZZAIOA P{RIS0ll (Figure 1)1 22 HHO| HEEUGLICE 0] 2290] 7[R0 shigfotex], 12|1
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Figure 1. Endoscopy of a depressed lesion in the gastric body
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Comprehensive Cancer Network, NCCN) 7t0|=2fRl0f 2f6tH, 2 cm DIZII GIST= WAIZESI ZA0lA 19
LIAIEZSTE Ad(irregular border, cystic space, ulceration, echogenic foci, heterogeneity)0] gl= 0=
6- 1271 2402 LHAIZ 2 FMAANE HROIL, T9e LHAIAZSI AM0| EXlichzs 4R a2X XI2E BRI,
2 cm ECF 2 GISTE 42 =4 &=H0E QAL 20 7Kt HHO| 3% M R|=E HROINCH #4 o7t gz ZH|
7t GISTE Y9 37|, MRZEES £7t o2 = THLO S0t 0 QK= Y UM 27| > 10 cm, MEEZ| 4
> 10/50 HPF (high power field)Ql A2 1S QX2 224X QUCt

AR

ot

= Sdl= 48N gAH AR 118 T L M2 UIAEEAS AR 25 HHf 2F 1 cm

87 HHo| HETUCKFigure 2A). SMTZ JalEXion F77F A1 Fab Mot AS Ho{ 13 5 FARE

UCH 18 = PLAAEEAIS Al 2, 13 Huh St 2Ix[ol] °F 2 cm F=2| &7[ EHO| LEAL HAIZZ STl
0

URTB0IM 7| #5k= SMTE A7S HRACKFigure 2B). 11 Af0[oll =77+ 28K 01y E716t SMTZ GIST 25 oiof| 22

Figure 2. Serial endoscopy of gastric GIST with interval growth

(A) Initial endoscopy: small submucosal tumor at gastric angle
(B) 1 year follow-up: enlarged tumor with endoscopic ultrasonography (EUS)
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Precautions for Periappendiceal Orifice Polyp Resection

HEHM| 4 | AR NS At |t

[E] B | =

za A
A |
8OM| X 2X19] S-S0 M HAE 1 cm 37|29 HESH ZE0] tol ZXIHAE Alglfer 21t MEO 2 FIHEQSL|CH
(Figure 1). 33 52 3 Zx| Al EZo| 12fo0oF & £20| U277

Figure 1. Periappendiceal orifice polyps

B8 229 E&(periappendiceal orifice polyps)2 CHE ZL0f| A 2HAfet EF01| HIot0] 2E 3! LIAIE XI2E fI5t B2t
7

AOFE &E3517 7+ 0{2¥(poor visualization) SR Hx|2| 9[ei0] Aoz =Ct, Lot tiE HA0| HwA g2 Ho=
UK U THF LAO] 20| T2 X0 =1, 0] $IX[0f Liol= 832 CHE 0| Yelok= 30| Hlok 34401 Hoiy
(phenotype)g E0l= 427t H2 Ao LN I}, 0l2ist EMES T12f6t0 0= CitA| 718 hERf 22X IR (Multi-
Society Task Force on Colorectal Cancer)0fMz= S48 £9 50| tiet Zxll= 1=9f LHAE MZE 7I&(advanced
endoscopy expertise}g Rt 3k Q=7 o= Q=[50 Aldfe XS Hstl {UCt
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metM 0] 29 252 EHlE O SR8t A2 WAZHCZ SEoF Zh| Htis 2 4~ U=Klel, ZH £ WAIZH 28&
(endoscopic clippinglg XEs| At 4 U= 0] FXIE AR S=25| Boloks 021 & 4 Ut OIS PeliM=
LHAIE M0 Z(cap)s E2ot S48 Zltier 20 2Fclk= 20[ =30 =6, ZHHAE AME ©f BXZ2 852

HIGI A 2YUs 2fole 4~ UM 4 ZCKFigure 2).

Figure 2. Endoscopic images demonstrating adequate evaluation of a periappendiceal polyp using biopsy forceps

(A) The polyp is partially hidden within the appendiceal orifice.
(B) By gently pulling with forceps, the full size of the appendiceal polyp and the proportion of the orifice it occupies can be
assessed, allowing evaluation of the feasibility of endoscopic resection following submucosal injection.

o=

OO
= A0l M= LA M2 Axle(endoscopic mucosal resection, EMR)E A& 2 4~ Qo0(Figure 3), X2
s %(T HAZ JMAZ 7] ffal £5(underwater) EMRE AlEE £ QICH? BH| 1% (margin)S 46 &E51 |
7L, 830| 5032 50% 0142 AlXlol= 49, |2 A7y Holels

0l2} &0 | LMI CHE! Fefet B/ ME = LHARE ZXO| GiRet eigls MEtisHA| Elct, 850( E482 50% O[LHE
PS|
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Figure 3. Endoscopic resection of a polyp located at the appendiceal orifice
After sufficient submucosal injection on the distal side, the polyp was gently lifted and protruded beyond the orifice, enabling
complete snare capture and resection. The resection site was closed with clipping, and the specimen was retrieved.

AR

o[

Figure 4. Appendiceal orifice polyp with underlying adenocarcinoma

Endoscopic polypectomy for a polyp at appendiceal orifice was done. Histopathologic examination revealed tubular adenoma
with involvement of resection margin (low grade). However, given the unusual shape and location of the polyp, computerized
tomography (CT) was done. A well-enhancing mass at the proximal appendix was suspected. Right hemicolectomy was done,
and the final pathology showed well differentiated adenocarcinoma arising from pre-existing adenoma.

Courtesy of Professor Jun Haeng Lee, including figure title and description

18



Figure 5. Appendiceal mucocele with serrated adenocarcinoma on final pathology

Appendiceal mucocele was suspected, and biopsy revealed tubulovillous adenoma. lleocecectomy was done. Final
histopathology revealed: serrated adenocarcinoma, well differentiated, 5.5 cm X 3.8 cm, with invasion into pericolic adipose
tissue, no lymph node metastasis (0/10).

Courtesy of Professor Jun Haeng Lee, including figure title and description

REFEIEINCES ...ttt ettt h ettt
1. Kaltenbach T, et al. Gastroenterology. 2020;1568:1095-1129.
2. Vargas Jl, et al. Clin Gastroenterol Hepatol. 2020;18:2425-2429.
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Treatment of Undifferentiated Early Gastric Cancer:
Endoscopic vs Surgical Approach

HEHM| 4 | AR NS At |t

A

52K 04X} BXFe] ZXAAIAN poorly cohesive carcinoma A4t A9 atypical mucin secreting cell
clusters7t ZEERICH | 282 MASIHESEA (computed tomography, CT)MIA IxIE(gastric body)2] &at
== (mucosal irregularity)0] &RIZI Z7[2(Rf(early gastric cancer, EGC) T1aNOMOZ RIHE|i&GLCH
(Figure 1). &1 LHA[ZA261E 2 [&(endoscopic submucosal dissection, ESD) & O X|Z E0| AAE7IR?

PN |
=

gl

Figure 1. Endoscopy of poorly cohesive carcinoma in the gastric body
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SDe| M2=L M| M2Z(absolute indication)zt &t XE2Z(expanded indication)

=25 S&2 FRE 0|9 g0| Ktz &7/t Solo] ESD7t #& X=2 Hilkh= Z90(0, =i
MSE2 HRE 09| 20| %2 A2 UefH oLt 01 2 40| o B0l & = ESDE 2F g 4 U=
L= Fofeltt. ol2fet MS&= Tdols atied 24= (1) 24, (2 HJIOFOI &M 6F, (3) &z #Hol, (4) T =27/0[H
2IZ210| HEE SRHC= 1ol EReltt, HEHe= i 352 ol =gt #HY0| 8= 2 cm 0fste] E3i=4d
FIoct. Bt MSE2 (1) A0l gl 22 O 2 22AxAY F2Y, (2) 3 cm 0[6te] HIYS 7R 22ix2y oY,
(3) 2 cm O[ote] HIY0| Gl= DIZSEA FHUUS APttt 2022 2|1t Y 710|=2110| Huz 4, 5, 60| 212+ Hrf
HSE, ZolEAY 27 (9 2ith M3S & 022 7|9 2it] HSS0] tiet LHE0[EKTable 1)

Table 1. Indications of ESD for EGC (Korean practice guidelines for gastric cancer 2022)

Statement Indication Description

Statement 4 Absolute indication Endoscopic resection is recommended for well or moderately differentiated
tubular or papillary EGCs meeting the following endoscopic findings: endo-
scopically estimated tumor size < 2 cm, endoscopically mucosal cancer,
and no ulcer in the tumor.

Statement 5 Expanded indication for ESD as well as gastrectomy with lymph node dissection can be indicated
EGC with differentiated for well or moderately differentiated tubular or papillary EGCs meeting the
type histology following endoscopic findings: endoscopically estimated tumor size > 2 cm,

endoscopically mucosal cancer, and no ulcer in the tumor, or endoscopically
estimated tumor size < 8 c¢cm, endoscopically mucosal cancer, and ulcer in

the tumor.

Statement 6 Expanded indication for Endoscopic resection could be cautiously considered for poorly differen-
EGC with undifferentiated tiated tubular or poorly cohesive (including signet-ring cell) EGCs meeting
type histology the following endoscopic findings after sufficient discussion: endoscopically

estimated tumor size < 2 cm, endoscopically mucosal cancer, and no ulcer
in the tumor,

T2fA 2 B9 9= D2 oLt St HU0| ATt B7(0l= ofZn, HAC| 377t 2 cm DI2teE 7| ol
SR S25| dHolr st ErtH 2t MSS(Table 12] statement 6)01| s ESDE FA| Alglior = Ha| o]
et 7t 20 Ieds AES 4 QU0 T2l 2Kt 0[248h 2RF-ol| thet OfsH=7t AL, 37t 201l tiet =37t H=
NOE = 2120] UCIH 01F 112{510d HiZ pas 12f e 4 QUL 0]2{et E4et &=0| QICtD ofH2 e A ekE g4t
TR 17} 2ot EE Uefol(] 2 S|t 20| 2l HMSE0i| siiSoh= SIS0 toiM= = & ESDE 25 12ig &
U}, 5| Dl2st 22 0|2k St YT XA HN|7HO[R0{X|H 27 1M1 X2 22 HOZ UM QoL HA9)
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Figure 2. Poorly cohesive carcinoma, signet ring cell type, presenting as whitish discoloration on the posterior wall of the antrum.
Due to its ill-defined margins, the lesion was evaluated using narrow-band imaging (NBI) for enhanced visualization. A four-
quadrant biopsy was also performed to assess the appropriateness of endoscopic treatment. As all biopsy specimens were
negative for tumor involvement, ESD was carried out. Final histopathology revealed a 6 mm signet ring cell carcinoma confined
to the mucosa without lymphovascular invasion. H. pylori antibody testing was negative. EGC of the undifferentiated type arising
at the junction between the antrum and body in H. pylori-negative patients is known to have a favorable prognosis, and such
lesions may be considered good candidates for endoscopic treatment.
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Figure 3. ESD for EGC with signet ring cell carcinoma
(A, B) A 37-year-old man with a small flat signet ring cell carcinoma was referred.

(C, D) ESD was done.
(E) Final pathology showed poorly cohesive carcinoma, signet ring cell type, 13 mm, limited to the lamina propria, with negative
resection margins and no lymphovascular invasion. There was no recurrence during long-term follow-up.

Courtesy of Professor Jun Haeng Lee, including figure title and description
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Endoscopic Treatment Strategies for Peptic Ulcer Bleeding
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Figure 1. Dieulafoy’s lesion
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Table 1. Forrest classification for endoscopic findings of peptic ulcer bleeding

Endoscopic findings Forrest classification

Active bleeding la (spurting or pulsatile hemorrhage)
Ib (0ozing hemorrhage)
Nonbleeding visible vessels lla (visible vessel)
Adherent clot llb (adherent blood clot)
Flat spot lic (flat spot, dark pigmentation)
Clean base Il (clean base lesion)
O7|M B3R5 S =M 2 St LE2 LIAIZ X[Z0| LRSH HHOICH E5| Forrest la—lbs S=AM 222 SHisI0
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Natural Course and Treatment Strategies for
Low-Grade Gastric Adenomas
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Figure 1. Gastric tubular adenoma with low-grade dysplasia
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Reflux Esophagitis Misdiagnosed as Dysplasia
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+ In cases accompanied by reflux esophagitis, accurate observation and biopsy of the esophageal mucosa
can appropriately be performed after anti-reflux treatment.
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Figure 1. Initial endoscopy
(A-C) Endoscopic findings show decreased vascularity from the mid-esophagus, with linear erosion (6 O'clock direction) at the
esophagogastric junction.

(D-F) After Lugol's solution spray, diffusely unstained mucosa was observed from the mid-esophagus. Biopsies were performed
at the unstained mucosa, showing low-grade dysplasia.

Figure 2. Follow-up endoscopy after 1 month

(A-C) Endoscopic findings after taking a proton pump inhibitor show recovered vascularity in the esophagus and the
disappearance of linear erosion at the esophagogastric junction.

(D-F) After spraying Lugol’s solution, the esophageal mucosa was stained well, without any pathologic dysplasia.
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Table 1. A part of the recommendation statements (ACG clinical guideline: Diagnosis and management of Barrett's esophagus)

Surveillance of BE

13. Patients should only undergo surveillance after adequate counseling regarding risks and benefits of surveillance (strong
recommendation, very low level of evidence).

14, Surveillance should be performed with high-definition/high-resolution white light endoscopy (strong recommendation, low
level of evidence).

156. Routine use of advanced imaging techniques other than electronic chromoendoscopy is not recommended for
endoscopic surveillance at this time (conditional recommendation, very low level of evidence).

16. Endoscopic surveillance should employ four-quadrant biopsies at 2 cm intervals in patients without dysplasia and 1 cm
intervals in patients with prior dysplasia (strong recommendation, low level of evidence).

17. Mucosal abnormalities should be sampled separately, preferably with endoscopic mucosal resection. Inability to perform
endoscopic mucosal resection in the setting of BE with nodularity should lead to consideration to referral to a tertiary
care center (strong recommendation, low level of evidence).

18. Biopsies should not be obtained in mucosal areas with endoscopic evidence of erosive esophagitis until after intensifica-
tion of antireflux therapy to induce mucosal healing (strong recommendation, very low level of evidence).

19. For BE patients with dysplasia of any grade, review by two pathologists, at least one of whom has specialized expertise
in gastrointestinal pathology, is warranted because of interobserver variability in the interpretation of dysplasia (strong
recommendation, moderate level of evidence).

20. Use of additional biomarkers for risk stratification of patients with BE is currently not recommended (strong
recommendation, low level of evidence).

21. For BE patients without dysplasia, endoscopic surveillance should take place at intervals of 3 to 5 years (strong
recommendation, moderate level of evidence).
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Surveillance of BE

22. Patients diagnosed with BE on initial examination do not require a repeat endoscopy in 1 year for dysplasia surveillance
(conditional recommendation, very low level of evidence).

28. For patients with indefinite for dysplasia, a repeat endoscopy after optimization of acid suppressive medications for 3
— 6 months should be performed. If the indefinite for dysplasia reading is confirmed on this examination, a surveillance
interval of 12 months is recommended (strong recommendation, low level of evidence).

BE, Barrett's esophagus.

REFEICINCES ... o oottt
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Autoimmune Gastritis Diagnosed with Multiple Neuroendocrine Tumors
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- If corpus-dominant atrophic gastritis is observed on upper endoscopy, tests should be performed to
differentiate autoimmune gastritis.
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Figure 1. Initial endoscopy
Endoscopic finding shows corpus-predominant atrophy sparing the antrum with several NETSs.
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Figure 2. Endoscopic resection of gastric NETs
Four NETs were resected by endoscopy, resulting in complete resection.
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From Sentinel Polyp to Gastroesophageal Junction Cancer
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- Distinguishing between early gastroesophageal junction carcinoma and sentinel polyp is often challenging,
requiring careful endoscopic observation of morphology and proactive tissue sampling when cancer is
suspected.

+ Atypical sentinel polyps detected in obese patients pose arisk for esophageal adenocarcinoma, necessitating
proactive biopsy and follow-up monitoring even in younger patients.
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Figure 1. Endoscopic findings

(A) An irregular surfaced small, elevated lesion is observed at the squamocolumnar junction.

(B) A small mucosal elevation with small erosion on its surface is accompanied by a short mucosal break at
the squamocolumnar junction.

BIXH= S| M0 7t gle Muteto 2 KT LA™ s e 2 & (endoscopic submucosal dissection, ESD)E A&
(Figure 2) =& &2| 21} 257t &2 10 mm 3712 FHZES(muscularis mucosa) & MU= SiIE|f F7t X2

(e}
210] 7| =& HEGIUCKFigure 3).

Figure 2. Esophageal ESD
(A) To ensure complete removal of the lesion, nearly half of the mucosal circumference of the lumen was dissected.
(B) In the dissected specimen, the lesion is located between the esophageal mucosa and gastric mucosa.
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Figure 3. A clean ESD site scar

SPiLt Al of2ie)

27|

{2 87127+

Ch. otX[2h = &2 3%

o=

=X G|

QRO
oo L —

CES

Afofl A e

il

(Cf, O] 7 FHiThe| &S0

a
s

L 74O
=39

e

of

2A Aon, Aol o

ot
=

N
SISy

4O
[
x

JIEh woct

=
[&)
0[] eicie B &

2 M|
—

7H1 kg/m

A
T

b 0=
X

13
H|OtstT

= o 2.50Ict,
HHIE AE2E

12X 2] {edHl(odds ratio)
Ch.2 2N

bS

ol

s
Hud

20|

20| e

R
SO

x

=IN

0] 16% &7

=3l
|

=010 9

Al
o

~U

HOF & A

=9

=13
[

REFEIEINCES ... oottt

1. Singh S, et al. Clin Gastroenterol Hepatol. 2013;11:1399-1412.

Inst. 2014;106:1-8.

Cancer

|

2. Thrift AP, et al. J Nat

38



Comprehensive Review

02 AlT SIgrA ObA SAE

Primary Malignant Melanoma of the Esophagus
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- Primary esophageal melanoma is a rare disease with poor prognosis, characterized by brownish atypical
melanocytes observed in routine histopathology and distinctive dense black pigmentation.

- It can be difficult to differentiate from esophageal melanosis, requiring biopsy to confirm the presence of
atypical melanocytes and necessitating regular follow-up monitoring.
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Figure 1. Endoscopic finding of esophageal melanoma
Endoscopic examination reveals a darkly pigmented lesion in the middle
esophagus with a central erosive area representing the biopsy site.
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Figure 2. Positron emission tomography (PET) image

PET scan demonstrates no abnormal fluorodeoxyglucose (FDG) uptake in the primary
esophageal site or elsewhere in the body.
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01 $RNEKs = Ldich YT S&0| Fexuprazan
EHE 2= 3

A Case of Improvement of Reflux Symptoms after Total Gastrectomy
with Administration of Fexuprazan

KEY CLINICAL MESSAGES k

- HHENE = AF St A2 HOIXIE LHES(F=Y H FEA)0| A== HRSH= 2t 20| QUCt.
=]

ot
* FexuprazanO| A= HQ| HES AAAA HEEME = LU A7 SHS STAZ + U

+ Reflux symptoms and esophagitis after total gastrectomy are associated with the reflux of duodenal content
(biliary and pancreatic juice) into the esophagus.

+ Fexuprazan can reduce inflammation of the esophageal mucosa and improve the symptoms of reflux after
total gastrectomy.

OOM| Ot SRt Q| o2 2 £IIE HRE AR UHEH6IITH Sil= 49 T ez @IEXE(total laparoscopic tota

gastrectomy, TLTG) & Roux—en-Y (R-Y) Zea= AAEUCH, = S2E AT SH0| XIS, ofol| 474E
QUM QILIAIZS Algtist 2t L A-B HFA A= A740] ERIZIICKFigure 1).

Figure 1. Initial endoscopic findings
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0|2 esomeprazoles 474 FOGIAL SH0] KIS0 A2t7|LHnl= QIZ|ZIR{CH Aot iRl AflEr =HPILIA B0 =
AT AEEHO LHAIZA 40| STE NS 2ALIGIALKFigure 2), 2tA= 0T5| ST S0 XI&EICiT STt

= [

odt

Figure 2. Endoscopic findings 4 month after esomeprazole treatment

A 7l BIMeIRO] HES 20| 98k esomeprazole SIS KIAITIA MINT AZUHRIZIAR} 244 23

AZQUIHANTZAIS AIRSIAT, THAE AT URIZINE BA AHS HTKFigure 3).

sneyiosy

QAR AEIEANE AN & ALz S 503], & Q15918 J= 10312 271501 U300, SiRAlEzela

2855 cm |x|01|A1 Mot Bt Ot 7 [MM AoEA(mean nocturnal baseline impedance, MNBI) 20| 345 ohms
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A . T,
Reflux Episode Activity (Liquid Impedance)
Upright Recumbent Total Total Normal
All ReHux(Conv.) 24 26 50 <48
All ReHux (Lyon)* 24 26 50 <40
Distal 7 5 12
Full Column 13 15 28 <4
Total LPR 4 6 10 <0
LPR Acid/Acid 0 0 0
LPR Acid/Nonacid 0 0 0
LPR Nonacid/Nonacid 4 6 10
* Pathologic > 80 supportive of diagnosis of GERD; 41 -80 is borderline. needs alternate evidence for conclusive diagnosis of GERO
All All
Full Column Reflux Reflux
Symptom Count Distal SI Sl LPR SI Sl SAP
Belch 1 0.0% 0.0% 0.0% 0.0% 0.0%
Mean Nocturnal Baseline Impedance
Value Normal
MNBI at Z5 345 ohms 22,292
B
'YOON, MYOUNG SOON - 03-17-2025
BEEE B dERd
= gl u«.k" ! P | P M\M I N - ‘”’M’]
(B r"‘%’! = M*‘L,\W\W VR O Y. /“1‘ M f ""1‘ W‘*i‘ ; :
ﬁ ~ " : ' Ll S
mmmr/vur (ITGHV-——W \,w , T u! /J 7 I—l{’F ] ‘
lman’n:,\{ P"{I 4 [Arrm = | VS ”\.-\l = ] / v, 05 . L N
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I ; NPSE— I /
:m i o —— i M \
b e Z| J\M"“f 4 1, | ﬂ L \*—-\rh U
A i D e P i, Sl 705
[200emstrs] |
— al W | | b Ll Iy Iy [
r ».N’l"\i‘w,llr = ! fL Jan \/IlL‘ k ﬂl)‘& T 1II L
¥ 1 i I !

Figure 4. Findings of esophageal impedance pH metry
(A) Reflux parameters of esophageal impedance pH metry
(B) Example of non-acid esophageal and pharyngeal reflux on esophageal impedance pH metry

PPI0]| 22 S S 21 QIS F AR S SHISHAEHR RS0 2 ZIEHSIT fexuprazan 40 mgs E0i5H S SRR SA2 AHG|

SHHUCH, Tl N0l M REEXMRI Fof 5 At 2k SO|Ct,

Solle HENE = AR S4E Stifet AR A=F0| st 2ol PPI F00] 224 25 B2l fexuprazan
o

PRl 3 2=y

/\
= T AT o
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ACHE SE FEAUS AT MO [KIHAUC| Al LY HZ0] Ofol ST of 4~ QICt, Aot 2R £ME AR ZAMAHIS
LAEDOHL2t A7 MO = HISIMAUS e RS QU Al L HFHO| 0 71 HE0| FEH WS Y270 XEA [=XI=
5| Of FHEX|= LUACLE 01| S5 A0 EMirypsin), E&(bile salts), 2t0|4A2fAEl(lysolecithin) SO
HO{SICT HnE HEQICH 01Me] 214 10l M= S Es = Mot Y| RS SA0 Z&6k= ZA combined pH and
bilirubin monitoring)E Safl && =2 S5t bt QT

2 StloiME fIENIE 0] 2t AT S40| 4HN XSS 2201 2st=o] PPIE 040f Lt S40| S =X
DL0PA] EOI I HZO| HEE A7| #lo10] 24A7F Halle A=UIHANMEHAS PPIE F0{oIHA A[RYSIUCH, 1O
AR = SICL B A7 20| SR QIS F AR L S0 UMD Al FEO| 7K X&fl0] 345 ohmsE &E 6| X{5H=(0
UM RO [X[EAS] AF I =t oLt U, 0|2 Qs Al FBto| BB Wyt A5k @ 32 & == UL

AOIR Y 20| ol Al=gio] X2 47| 94Tt Frat)o] RETE F HE HR2 96t M20| rabeprazoleS S04t

= - — -

TN E2to= TEE Y 379t ¢ yclooxygenase (COX)—2 40| Sixio] A RS HsIRICt, SRR HE0| LA
AS2 RLSI=AI= O] HAAXIX] UL rabeprazole2 O10H= HO|XIES| migrating motor complex (MMC) phase
Il 258 ZXIAFAM MoK Rl 0|52 =B 5112, interleukin (IL)-8 52| 2SiS E0{M G5 HalS ZAAZIO 24
AlCAHS STAE £ AT 5I9ICH, 2 5

= goilM= PPI R0 = A=HO| TS 2O SH0| XSS, F71= AlRet
HFQL FS0| XEH =2 HHT|0 fexuprazans Foiet = SH0| HHRACH ZZ Al= M2(Het—1A) BHY
[eZ]

Ao M fexuprazan2| S a7 SYERICH 0= HOIXEU HF0f 2fet M=FHo= K= a7 US 7Is &S AR

N
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02 ZHUAIEAEZ Sz = 2TE E2
adMRUS S AL0RIESS

Esophageal Achalasia with Acute Renal Failure that Showed
Improvement after Peroral Endoscopic Myotomy

KEY CLINICAL MESSAGES k

|
+ ARORIESEY e Fd MRM0| Stitxl= 2= F5| =20,
=] H

=
- 5 ¥ U T ADAS U1 AIZ0|RIESE SHRI0| BEN X|29t POEMS ARSt S SRt

=4

+ Acute renal failure is rarely accompanied by complications of achalasia.
« Achalasia improved after conservative treatment and POEM in patients with recurrent acute renal failure.

56M| At SR ASHMZHEIS FAR LIRIGIRICH Bkl 3E M HRN A=HOZ XICHI2 S 715IM0| EoF 50| X285
SO XILHRICE, LI 370E TEE AZER0| "R USE7 | ARG, S5 A7 17| 242 AEH0f 0[2FICH 0|2 QlaH 17t
HE0| 97 kgOllA] 70 kgO 2 ZASIRICOH, BiXl= 21t SAIZ S AIF[6HOF2 A2 4 Tt SAGKICt, Ll 1718 M,
QI HRof Ut 4 AT 2 SN miE Tittoz XHERfon  Al-0|2EsS(esophageal achalasia) A6l
HEN Xz & 2RCZ TRTICH TN TSR 2|ol= £0] EH0| QIUCt

28 U T AlRSH Toiac AELIIAEAIA M2E 023 (integrated relaxation pressure, IRP)2| &z median
IRP)0] 23.0 mmHgZ S7t= /U, 109 &A HoHwet swallow)dA 2F0IM HAIE=T12H(panesophageal
pressurization)0| ZEZIXCKFigure 1), AZIRFHES A=A Ys(time barium esophagogram)diMde A9 A== 6t
Sl(tortous dilatation)0] 2= ZAHKIt Y= 0ffck= X|X0[ QA0IM 18, 22, 522| HKE2| =07+ 2421 3.8 cm,
3.3 cm, 1.4 cm@ICKFigure 2). A= E1t HAKesophageal transit study)oilAt= A10] A5 102W) A= Lf HF20]

100%2, SFEAIEOAMRIAMYSXMR radiotracer)2] ME & S11F Mol ASS & 4 UACKFigure 3).
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e |G s
Cathater Postion: 560 cm

3.8cm 3.3cm 1.4 cm

Figure 2. Findings of timed barium esophagogram
(A) After 1 min (B) After 2 min (C) After 5 min
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Figure 3. Findings of esophageal transit study
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YLHAIZOIAE Al LiZ0] SIXf5| ZHEEl0f QI x| 50| 220| LRI MRE0] UL, AELiAE =Shofii=
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Um0l HTHHABAI=ZE e (peroral endoscopic myotomy, POEM)S A[SIZCKFigure 4). POEM X5 AJS6tH
EndoFLIP 2.0 ZAf0lA Distensibility IndexZt A& & 2 501M Al £ 8.92 &7 6I¥CKFigure 5, Table 1), POEM

A& 3 Eckard B4 9E0IM 1O ZAGIIT, 51Kl QlRiolM 2l Zolct,

Figure 4. POEM
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AE0[RIESEY FAH = LESO| 7[sX TS sfliol= X0[H, 1 YEeze Siiefds, 20 Heller 227k,
12|71 £Z0f= POEMO| 2| Ak U
Ale = Hofet 3 T et a2 ZHM

X - O

352 i

X0l A= T AElRE A7 [50] 2T 0|2 POEMS RISl AlticiR,
=3

0] Ball= M=0[2=552 LielE FE/F ARl Fals & 4 Ylas BorH, 5ol 2 & SU=H0| et etkioiM=

< o o O o
A7 IS0l ther o] H2 2UHI0| ERES AMRITt, o, HA -HET S2rget etXlofMEe HE! L X{x| £ POEM
0] QFHo 2uPMRI X|= 0| & 4 USE =USIAC. TfMA Bt ALY | HEet x|z 20| o= 7Hdo] the S28s
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01 TN AN AN Srelich 2| SHS

Gastric Lesions in an Immunocompromised Patient: A Case of
Cytomegalovirus Gastric Ulcer Followed by Early Gastric Cancer After
Kidney Transplantation

B3 OfR} AT} SMBIS FAZ ARYSH AR IR LHAIZOIM TRl I0| QhM=(0] QZ=|UCt BtXf= 2006 AHEA|
AIF0 2l PR ARHOZ AHO|AIS B2 20| AUUCE

(Figure 1)2 =L A| LHA[Z AFZIOCE, 201 A #HI0[ el

Figure 1. Endoscopic image showing a large ulcerative lesion on the gastric
angle in an immunocompromised patient

IOl AFELIE 20| SZIR0i Aol HYS Stier St HEIRACH EFEOIM AlRSh ZAZEAOIME SEME B 402
UACL} ofy Mizz= 2EE(X| QAT 2EOM HAZL ZHHAS TARISIACH, A ofy MiZZ= 2EEX] KRt

SIZAZAMO| M= HOiMIEzH0[2{A(cytomegalovirus, CMV) 24 AZ40IRICH, 0|F 22 5@t ganciclovir A2
on, 271E = Aldet LG AAE Ciaat ZUCKFigure 2).
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Figure 2. Follow-up endoscopic image after intravenous ganciclovir treatment
showing marked improvement of the gastric ulcer

Stz TS x| SXj0lM 2HEE 4~ = CMVOI| 2fgt ez TIT=RITT ) 01 H7 (K01 FHUAZZAIE 2Ict 3
S AR LHAZZAOIA (Figure 3)1t 22 HHO| LEZUCE,

Figure 3. Endoscopic finding three years later, showing a new mucosal lesion
suggestive of early gastric cancer.

ZAZGAL 2 nEeh Moz SRIERION, HFEHEES(computerized tomography, CT)OIAM = &7| FH=0|Lt
A = GIRICH UAE =3ToilN S50 =otE A2 HHEK LiAZRReHEZl&(endoscopic submucosal
dissection, ESD)Z IS M7t

Figure 4. Post-endoscopic submucosal dissection (ESD) specimen confirming
well to moderately differentiated tubular adenocarcinoma confined to the
lamina propria.
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X H20IM 0.8 cm X 0.3 cm Z719] A Mef(tubular adenocarcinoma)2 0519 H  1230M E5E 25}
A2 B0 HH2 DR lamina propria)ofl ZetEl0] QI = 2K QIICH 01F 0fE LAY FAEAIR XHEt
=

TS oIk MEHOY QU= SiRt= LSOO |2t 2PN B LAMO| T A Bikfs| S7IBICt 2 Stz ol St HIo|
SO HHO| HEERACH, 0lof et 24 AStof Cish 2 ZITH0| ZR5IICt, YetHo2 f M2 MI|ofA] 7[R0 HAt
AEE FRel 7t= 40| o, HUS Stitch= 4R0lle 1 78 TaE S0 - U= 7RO

J2iLt 2 B2 HAIG AZ0lME A 0]2/0] A2 HIwA HAOE HAEICH, 0= EHO| 7I#0| HulECt= Hafst
e O 242 B TESAS ANBICH 0|9 28 A4S QIR [EIE2%K gastrointestinal stromal tumor, GIST), 2I2E | k=

2 Ho) ARG F2 AMSI0R LiAZN
O

o [
Ay o] IS AR B 4 QIrt Tk Ofiet o] HElet TS QAL AY HEE FAoR FARIA

I O>

I

CMVE Aol ZEe[6HA EAlsks HIO[2AZ, TS 0T ti F5d L= Z52 4ol 2EICH 22iLt F7(0]4]
XL, HIV 48X, S=ietEolLt ng2t AHR0|E XSS B Bkt HAAMME ArZsh= A7 IHAE e Xt Sofi=
&89 7| Aes = 4 Uk CMVof ofpt L2 2oz 2 Hlom | ZAVE ErRiohL ofl2(ef HY HEH=Z
2= S HIS0HRI LA[E 715 HRICt

ofH | T ofK| X0 M 2t US| HEE0| BT Ish= Bl Tt 2210| 2&Est=0|, Ol HAAMKMC| AEAR &4 7Hs,
& HfOIﬂAOH ofet =&, 12|10 FRE0 HH AAHO| S ZA| 7|s XMotof 7[2leitt, 22 S0ME tE M U5
= 27| YM=I S Sl 7 [Hs Soll MIASIX] L TRE 4~ USS AR BERICH ' & WA0f S Zulol| M= A0
RO CHER K 2o 2FE0| it 21 thH| ROloh| =Lh= A0| B B Rl >

2bM 71014 2XI0lIM LIABEAME Al ol ZEd GEE OfLIEr ofd HO| VISEIR| 50l 71, Eot HEst

AHARC=z Het 27t U,
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02 UM ATHOR QOIEI 38 AlT0IHSSE
SXfo| K|

Esophageal Achalasia Misdiagnosed as Reflux Esophagitis: A Case of
Type lll Achalasia Treated with Peroral Endoscopic Myotomy

BIZHE w4 | tS2inistn MS4REH AUt

O8I EfAT X7 20 MRE AlS TIEMEOZ SUMRH|AUMME SE06ICt, o 13 MR E = A S 715 S50[ Llfsiin

7 IS0IIMFE SAI0 HOI7 K| Sz M=2 S40] Zloto] LIESIICE.

Figure 1. Initial endoscopic image, (upper) showing marked contraction of the mid to distal esophagus, (lower) with no mucosal
break at the gastroesophageal junction

LHAIZZAIOIM PIAlE HEIRO| HREE2 SRR BRI, Ae SOIMRE A ZIJ0[ ozig =2 A= 212
HE0| AT A2t HO[X[HoAt= 50| 240 ULt

A

Al 25 21815 HiHoh | leh A= AARR} HIE Al=E & (time barium esophagography)S ARESIHCE, Al=LHIZAA]
SN 20| LIEH T MZ(swallowing) Al SIEAIE R lower esophageal sphincter, LES)Q] 0[210] G0 A=0[EES
ACKFigure 2). 6| M2 Al ERAICEE SHEAICTIX] &2 0| #EE0], AZ0IRESE
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Figure 2. High-resolution manometry showing panesophageal pressurization and impaired lower esophageal sphincter relaxation

consistent with type Il achalasia

A GA A LHIIZALS] Bt RAISE A710(RACKFigure 3). 53] HIEO0| ¢f Li2 2Isk= AlZtO] 0%

=

==
o
ks
i
(0154
>
|o

£Q
]

Figure 3. Barium esophagogram before POEM showing delayed passage of contrast through the

esophagogastric junction

SR t= BPUAIEAET S NS (peroral endoscopic myotomy, POEM)Z X|Z25I%CKFigure 4), 38 A=0|AE2552
A HRIE HXIMEE S0t Al 25 EHE

TR0 U= FERE NS shiot o7 [of, M=xs0iM HEss BF MK

54



Comprehensive Review

Al 2200 S91EH 1 250 i (Figure )91 2 OJF ZRRC Ui E2p B4 S0l5(2 WA BEIZON,
Al Uifzbo] Ze KA 720 SOISUCE 015 SIXI QPiofA S5 ZAIS Alsisin QoM 40| IS gi= Aefe &
Xltm Qe

Figure 5. Post-POEM barium esophagogram on day 2 showing markedly
improved esophageal emptying and luminal caliber
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Figure 1. Endoscopic finding of GEJ

(A) Elliptical ulcer, 0.5 cm in long axis, at 2 o'clock direction, showed flat base with surrounding mucosal edema and
hyperplasia.
(B) Narrow band imaging showed that the ulcer was located at the junction between the lower esophageal and cardiac mucosa.

Figure 2. Complete healing of GEJ ulcer

Endoscopic examination revealed complete healing of the ulcer at the GEJ, with a clearly demarcated boundary between
the esophageal and cardiac mucosa.

Figure 3. Endoscopic findings of esophageal stricture caused by chronic gastroesophageal reflux
(A) Web-like stenosis in the distal esophagus
(B) Lumen narrowing due to chronic and recurrent stricture formation over the past year

58



3
@
>
)
(a4
o
2
(2]
c
o)
=
o
—
o
IS
e}
O

Figure 4. Endoscopic findings of sentinel polyp at the gastroesophageal junction
A long, triangular-shaped mucosal break is observed on the oral side of the polyp.
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A Long-Segment Barrett’s Esophagus Combined with LA Grade B
Esophagitis
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Figure 1. Endoscopic findings of the lower esophagus

(A) The lower esophagus was circumferentially covered with columnar metaplastic mucosa extending 4.0 cm from the
anatomical GEJ. Multiple small islets of squamous epithelium were observed within the columnar-lined mucosa. A patulous
GEJ suggested the presence of a hiatal hernia.

(B) The upper margin of the columnar-lined epithelium (CLE) showed a clear demarcation from the normal squamous mucosa of
the esophagus. The reddish color and velvet-like texture of the CLE contrast sharply with the pale and glossy appearance of
the esophageal squamous epithelium.

Figure 2. Endoscopic findings of the lower esophagus
Linear mucosal breaks, approximately 2.0 cm in length, were observed extending from the Barrett's mucosa.

Figure 3. Endoscopic findings of Barrett's mucosa without evidence of esophagitis
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Q1. QL|AJof BXIQ| A =H R AIE  gastroesophageal reflux disease, GERD) RHE2 L2 Z7(=ut
H|w'5t0] OfISt7?

How does gastroesophageal reflux disease (GERD) prevalence in Indonesian patients compare to
other countries?

QI=HAore] GERD REE2 &4l 10% 0/222 | S0| X[HQ| 40%Lt CHE OFA0F 27152] 10-15%01 HlsH W= &

I =2 +E0IC
2Lt Xk 5EZHO] HIZE 3-5%01A 2F 10%2 WEA| 7ot UCH, Ql=HIAl0

=

AU 9 GERD #EE0| THE =710f HlaH
OTI5| HXI2HS7F =MV ONS W=7 | th20i| Zals 7IKAL 2010F o FA 2 d2feltt,

GERD prevalence in Indonesia remains below 10%, compared to 40% in North America and 10-15% in other Asian countries.
However, we've observed a rapid increase from 3-5% to nearly 10% over the past five years. Despite lower GERD rates
than other countries, Indonesia’s rapidly rising prevalence warrants increased public awareness and proactive monitoring.

Q2. 2I=t|AlotolM GERDOl F£2 FekS 0|xl= S8R Q212 FALI?
G

What are the main characteristic factors affecting GERD in Indonesia?

GERDIS 32 A8 ¥rAlo] 218i2 rert QIZUIAOfo] HIZIZS 15-20%R A7 27HSHirt e T, & egloz
Ols} STB0| WAIRH EHELS £ AFOICt T2t 12 AN THEIO= BakHLERIT IOB! FAECHHL ANE o
SAJst= #80| Tt 0[2f3t vist £7|0f BlEX| %O 815 GERD RS0

O
40 82 0/ 4 ooz (2
049 ZR3ICk A2teict

GERD is predominantly influenced by lifestyle factors. Indonesia's obesity rate of 15-20% is lower than Western countries,
and alcohol consumption is minimal due to religious factors. However, smoking rates remain high. Changing dietary patterns,
particularly the shift toward larger evening meals, represent a growing concern. Public education is crucial to prevent this
health issue from becoming more widespread in the future, as it could become a significant problem if not properly addressed.

Q3. O Hrzaxt Aol 2 SHM2 FAU0|U=71?

What was the main objective of your fexuprazan study?

BT ZEE A QLA A{K(potassium—competitive acid blocker, P-CAB) AZQ| MZ2 IAHEHIAHKZ |
7 [E0| YMERFEEARK(proton pump inhibitor, PPI)2! 22150 L SAI2EE0]| HfsH Cf £01X0| 0 HE A& 7|MS
20 QI Sixj QI=lHIAJof ARl T & Z729 P-CAB MIMEH SAIZ(0] U0, BrIalXi2 GERD X|20i| 2101 528t
A= ZH0| 2 2+ U= 7I54E XUz Qi

0| S0l M= QIE=H|AOF] =2 37H 7RHOIAM CH7 (2 SAIRIE | S7Het A0 HI7At R AatA [~ investigator—
initiated trial)2 2SI, & 134F2| {7 T & 45F)E SEIUCH 2 A7 X2 GERD SXIE ez
Hl~I2pE 40 modt OIARMZ2IE 40 mge| S &fet 519t © US Hlw HItot= AOIUCEH, QU=LAlo

O O
017 Zciold 212 Zabrt GERD SIS 571 2 MESE pislol 22 A

To= ©

ol 22HR ZHE MEE A= 7|neitt,
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Fexuprazan is a novel agent from the potassium-competitive acid blocker (P-CAB) class, characterized by its more specific
and rapid mechanism of action compared to conventional proton pump inhibitors (PPIs) like omeprazole and lansoprazole.
As only two other P-CAB agents are currently available in the Indonesian market, fexuprazan holds potential as an important
therapeutic alternative for GERD management.

Our multi-center, randomized, open-label study compared fexuprazan with esomeprazole in 134 Indonesian GERD pa-
tients. The objective was to assess the efficacy in symptom relief and the safety profile of fexuprazan 40 mg compared with
esomeprazole 40 mg in GERD patients. The findings from this Indonesian population are expected to guide clinicians in
optimizing treatment strategies for GERD, particularly amid rising GERD prevalence and evolving lifestyle-related risk factors.

Q4. H|w UM = oA L0 Za}ES MEHSH Ol F= FAURI?

Why did you choose esomeprazole as a comparator drug?

OARHZEES QHEE etAtalE HEZRE 22 1A M0 240t 2SSt I oIS EMZ 71T 2M|CH
PPIZA AMEH|R{C}, FEBt O ARHEEEER Ql=U|AO[2] AH| £z 40N 71 B0l MEl= PPI & o=, Hiedattis
Olefet HSE X|= 71Ew Hlwslezi sig A=0| Yooz ot FAH QU=AIE Moz FIIE -+ QU

Esomeprazole was selected as the comparator due to its superior pharmacokinetic and pharmacodynamic profiles as a
second-generation PP, offering advantages over first-generation agents like omeprazole, lansoprazole, and pantoprazole.
In Indonesia, it is one of the most frequently prescribed PPIs in routine practice. Its recognized potent acid suppression
and position as a well-established and clinically trusted treatment standard in Indonesia provided a robust benchmark for
evaluating fexuprazan's efficacy.

Q5. l=UAlotolM= LHHo 2 GERDE & TITHSH=71?
How is GERD typically diagnosed in Indonesia?

GERD T2 =x| & QI=H|AJoF A XIRIS M2, TYERI S40] 7 U
‘GERD-Q'2t= HZ3lE MEXIE 28510 5 67 =S Soll B4 =t SBEE HIKITH $2 3
(heartburn)t At S=(acid regurgitation)0|H, Ol= 35| YQte| #0t0[L} ABte= HHELC}, O]
WA, H MoK, MAK AE 2+ S9| &=0| 7 HHI SIoi=Inf
SN I Soll= YHNo = PP HIAE'S AIJMSICH 255710 12 PPI X|2E ZiRtclo] 4 7 6IFE SIRloiH | 40|
Fon[atA SHECIH GERD ZIHE Z435| Rtz 2747 EICH ST 42 Al A Aoz of2fetct
S0l 7|2kt HZH0| LIAIZO[L 24 A7t Al Mo MR EM S5 AIZEIC
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GERD diagnosis follows international and national clinical guidelines, beginning with assessment of characteristic symp-
toms. We primarily rely on the standardized GERD Questionnaire (GERD-Q), which consists of six items evaluating symptom
frequency and severity. The hallmark symptoms are heartburn and acid regurgitation, with additional indicators including
upper abdominal discomfort, nausea, nocturnal awakenings, and antacid use.
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Following symptom assessment, we typically perform a PPl test—a two-week therapeutic trial with double-dose PPI. Signifi-
cant symptom improvement strongly supports a clinical diagnosis. This stepwise approach is widely used before proceeding
to endoscopy or pH monitoring, particularly in uncomplicated cases.

Our fexuprazan study reflected this real-world clinical practice by enrolling subjects with heartburn and/or acid regurgitation,
GERD-Q scores > 7, and symptoms occurring on more than three days per week. The primary efficacy endpoint was the
proportion of subjects achieving symptom relief at Week 4, defined as a GERD-Q score < 8. This approach ensures the
study reflects the real-world clinical practice in Indonesia while maintaining methodological rigor.

Q6. H|o|2td HRZESHnhon—erosive reflux disease, NERD)z 0|2+ A=H(erosive esophagitis, EE)2
O1EA F25t0 X|= WS BHSI=717
How do you differentiate non-erosive reflux disease (NERD) from erosive esophagitis (EE) in
treatment selection?

QUAKOZE NHIOIAL IA|Z ZAZ S5 NERDS} EES T251 20| 7FSt A0 |RIBH AlF| Z12 SHEOME Z4l]
7|95101 Zi X2 PR ARSI 297} BTt S5] STP} 30 SN2 S O 290 LA 2A gl0] PP
RIRE M Nspl EICt Mt XIR0IE 27510 0| KISEILL RIZ HS0| 056 22, UAIZ ZAS ARl
A FRo| A4 OS2 H0ISI} B3, HEIERAZ T2, ME U4 ¥ S0 20 B4 U HSIH s 2200 SA
A QIR IAIEZ AR50 CHE TS 2HBICt, 0[afat Tl T2 AR Zlto] NS toj= SANY, R X192
52X02 25k S OIS s 4 O Birt

Differentiation between NERD and EE ideally requires upper gastrointestinal endoscopy. However, in real-world clinical
practice, we often initiate empirical treatment based on symptom presentation, particularly when patients do not exhibit alarm
features. Endoscopy is considered when symptoms persist despite adequate therapy or when the treatment response is
suboptimal. We promptly perform diagnostic endoscopy when alarm features—such as gastrointestinal bleeding, dysphagia,
weight loss, or anemia—are present, as these may indicate more severe underlying pathology. This pragmatic, stepwise
approach balances diagnostic accuracy with resource availability and patient safety.

Q7. 7HEME DA AR 22 49| JiM0| K= ES H7tol| 2o Z2871?

Why are symptom improvements like heartburn and regurgitation key to assessing treatment

success?
7 IEMEHnH A A2 GERDY HEARI 4= | LU0 A2 ARGh= HEHMZ |2 21 SRte|of AT, LR A0lM= S
IR0 | LHAIE BAF A1 Skt LR[GHA = Sh=Cin HusiKRt, AdloiM= S e/t K= &30 el X[HE 0ATICH
0l2fet B9 Folnfet Aas St 2H| AM7E SuXo= OIF0XIT SXe| 49| 20| SFN=USS Qlofelct, 0f2{gt
0|R2 Sl AR B UMMM 2 FEd E/F XHEZ XEIED o, 0 S0Me OFEIXIACt, E5] Hat
RIFE Y 26| 042 HD2hy BXIoIME B4 7|2 BV 7F AEX011 SR S0 K= Bis SFH0 (2 g 4 QICt

Heartburn and regurgitation are the hallmark symptoms of GERD, and both are directly linked to the pathophysiology of gas-
tric acid reflux into the esophagus. While some studies acknowledge that symptom improvement does not always correlate
perfectly with endoscopic findings, in clinical practice, symptomatic relief remains a critical marker of therapeutic success.
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A meaningful reduction in these symptoms typically reflects effective acid suppression and improved patient quality of life.
For this reason, symptom resolution is commonly adopted as a primary efficacy endpoint in clinical trials, including ours. It
provides a pragmatic and patient-centered measure of treatment response, especially in non-erosive cases where mucosal
healing cannot be directly observed.

Q8. HAIaHTe oA TatED 22 7|F2| PPIQH o2[EHH O 2 0ffH XHHHO| ULK?
What distinguishes fexuprazan pharmacologically from conventional PPIs such as esomeprazole?

WATAES P-CAB AL 71 PPIg Xl A8 7[K0| Ko7t QI PP Sl BIZ0IM SIS 3 HY/K
N

t g
ATPaseE HI7IgXo= Axfol= BIH, Tiemeiik2 Moj Ofph st §lo] BRI UE HE RS
t

PRI
TH{E{OR RITIBIC 0| Ola BATAITIS T W2 SIS510} S/ 28] ORI 54 st ZT7F MBI LEfHTE
T HATEINIS H3eH P-CAB RS 12 18] SOfBloRE 0kt okRol 9 oyt Jhsatnd, 71 PPIet i)
HATATIS SA| MFoL EZIRIO0] B 4 QJ0f 2Ot S0} Bix} HOS T iR 4 Uk

0[2{3t Of2 |51 0O Ols HIRIRIS WE S Ytsiol &7 [Kiel GERD 2] 250| Xsfsini, S3| A2 #3=9

Fexuprazan, a P-CAB, differs pharmacologically from PPIs by reversibly blocking the potassium-binding site of H*/K*-AT-
Pase without requiring acid-mediated activation. This allows P-CABs to act more rapidly, providing a faster onset of acid
suppression and symptom relief.

Moreover, P-CABs work longer (often exceeding 24 hours) with once-daily dosing, maintaining acid control day and night.
Unlike PPIs that require empty-stomach administration, P-CABs can be taken regardless of food intake, greatly improving
patient adherence and convenience.

These advantages make fexuprazan promising for both rapid symptom control and long-term GERD management, especially
in settings where treatment compliance and rapid relief matter.

Q9. HpmaEto| e ofg Eel2 elxte| 2 # 3= 2o X|= Zutof ol JetS 0|X[=71?

How does fexuprazan's rapid onset affect patient compliance and outcomes?
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Fexuprazan rapidly raises gastric pH, relieving bothersome symptoms like nausea faster. This immediate symptom control
is felt within days, which improves patient adherence. In our study, fexuprazan 40 mg provided significantly greater relief
from nausea compared to esomeprazole 40 mg.

Moreover, the GERD health-related quality of life (GERD-HRQL) score showed greater improvement within the first 7 days of
treatment. The combination of rapid action and durable effect not only enhances clinical outcomes but also supports better
compliance and treatment satisfaction.
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Q10. S0 Bl Eto] o ALMH Z2}EECE OEA 28t S HME ER=I1?
How do you explain fexuprazan's superior symptom improvement compared to esomeprazole in
your study?
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While both fexuprazan and esomeprazole effectively manage GERD symptoms, our study revealed key advantages of fex-
uprazan in Indonesian patients. Fexuprazan 40 mg provided greater nausea relief from day 7 through week 4, and achieved
higher rates of acid reflux-free patients by day 7, indicating stronger and earlier reflux symptom control. Furthermore, fex-
uprazan achieved complete symptom resolution in a shorter duration, reflecting more rapid patient recovery.

Importantly, these benefits were achieved without an increase in side effects compared to esomeprazole, reinforcing the
favorable safety and tolerability profile of fexuprazan. These findings highlight the clinical value of fexuprazan as a fast-acting
and well-tolerated treatment option for GERD in Indonesia.
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Q11. F 2= Zhol| AT FoILt Lt X10[7F URA=7H?

Were there safety or tolerability differences between the two drugs?
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There were no significant differences in safety or tolerability profile between fexuprazan and esomeprazole in our study.
Despite fexuprazan's stronger and more rapid acid suppression, the incidence and type of adverse events were comparable
between the two groups. This suggests that fexuprazan's enhanced efficacy does not come at the cost of increased side
effects, supporting its favorable safety profile for clinical use.

Q12. malEto| g2 QI=H|AI0F GERD ZIZXIE0A ofH S

What role might fexuprazan play in future Indonesian
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Fexuprazan represents a promising advancement over PPIs, which have dominated GERD management for decades de-
spite limitations in recurrence control and onset speed. Fexuprazan offers a novel mechanism of action, delivering faster
symptom relief and potentially better control of recurrence. Given that the core objectives in GERD treatment are prompt
symptom resolution and prevention of long-term complications, fexuprazan’s pharmacological profile and emerging clinical
data make it a strong candidate for inclusion in future national treatment guidelines.

Q13. O{H 2iX}20| P-CAB X|IZ2 7I1Z 2 RS M2 £ US Ao Z HEIN?
Which patient groups might benefit most from P-CAB therapy?
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In our trial, limiting fexuprazan to patients under 60 was a design choice, not due to safety concerns. Given its pharmaco-
logical profile and tolerability, | believe fexuprazan is both safe and potentially effective in older adults, given GERD’s high
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prevalence in those over 40. Furthermore, patients with nocturnal symptoms or on multiple medications (polypharmacy)
may benefit from fexuprazan’s rapid action, long-lasting acid suppression, and food-independent administration, making it
promising for broader clinical use.

Q14. HIAHZ0|=EM $HZK|(nonsteroidal anti-inflammatory drugs, NSAIDs) S&44 $Io|ut
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Do you see potential applications for fexuprazan in nonsteroidal anti-inflammatory drugs (NSAIDs)
-induced gastritis or Helicobacter pylori (H. pylori) eradication?
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Fexuprazan shows strong potential in conditions requiring acid suppression, such as NSAID-induced gastropathy and
peptic ulcers. Its potent, sustained acid inhibition helps protect gastric mucosa from NSAID-induced damage. In H. pylori
eradication therapy, fexuprazan may outperform conventional PPIs by providing rapid, consistent acid suppression that
enhances antibiotic stability and efficacy, potentially improving eradication rates. While further studies are warranted, the
pharmacodynamic profile of fexuprazan supports its potential role beyond GERD management.

Q15. SEOAIotolA P-CABZt 2t&sH O A7 7|2|7t US A2 2 =717

What research opportunities do you see for P-CABs in Southeast Asia?
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Pharmacotherapy research progresses from case reports to RCTs, with meta-analyses synthesizing evidence once sufficient
data exists. Post-marketing (Phase V) studies are crucial for evaluating real-world safety, efficacy, and cost-effectiveness,
especially in underrepresented populations.

For Southeast Asia, where genetic, dietary, and healthcare system factors may differ from Western populations, generating
region-specific data is essential. Well-designed studies with consistent endpoints across countries will not only strengthen
the evidence of P-CAB therapy like fexuprazan, but also support its integration into national guidelines through robust,
locally relevant data.
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How important is local Indonesian data for global drug development?

QIE=L[AJoF

1o
o

X HolEE S22 A1of oM 0 SRe HES oitt. R Q0 AdE, 2219z A[A S X<
S8 BEe YRS Sall M=2 XI=2APH SEOMA(OF 2 EEolM Hott SaM0|1 MERIXIE Y + U
Hpmeiito] 29, 0 Grle 22 H0EIE ERi6HE 71K U= X[ 7|2t HI0|EE MiSsl] S22 R Rl e
Z20YS ZoRiC,
=& 20 W= QACH 2EHIAOF] YIS ol A2kl Olmel= 0P SE0| Zdst=|X| QUTH. T2l 0| St 22
SEHL A= Aol V1St 222N A8 4 Tt SEeh X|@nt HEe QIIalyt ZIR0IECH Q=W Ao 7 [REE
=H 71EE S50 22 S0 AEHO=Z J|0E 4~ S XOCt, O A7t O B2 FXIQF (Y Gt 2 HelE

Local Indonesian data provide vital region-specific insights considering genetic, dietary, and healthcare system variations,
while demonstrating the applicability and effectiveness of new therapies within Southeast Asian populations. In the case of
fexuprazan, our study contributes valuable local evidence that complements global data, strengthening its overall clinical profile.
Despite challenges in clinical trial activity and infrastructure, successful studies like ours demonstrate that with proper sup-
port, Indonesian sites can contribute meaningfully to global research, serving as a model for future investment in regional
clinical research capacity.
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Fexuprazan hydrochloride
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P-CAB, potassium-competitive acid blocker
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