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Figure 1. Schematic diagram of some of the reported adverse consequences of long-term P! therapy.
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Figure 1 | Disposition of patients in the gastric ulcer and duodenal ulcer studies. AE, adverse event; DU, duodenal
ulcer; FAS, full analysis set; GU, gastric ulcer; PPS, per protocol set. Note, only patients with endoscopically confirmed

healed GU or DU were eligible to enter the follow-up phase.

Figure 2 | Difference in the
proportions of patients with
healed GU or DU between
treatment groups
[vonoprazan—Ilansoprazole
(95% CI)]. Data are
calculated using the full
analysis set. Cl, confidence
interval; DU, duodenal ulcer;
GU, gastric ulcer.
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10mg  1.4%
LN - Esomeprazole20mg48i8 1.7%

0 56 112 168 224 280 336 392 448 504

Laﬁ:;‘)'::;;;?:tng 213 212 198 187 ‘IIJ:Sys144 142 51 43 15 La nSOpraZO|e 1 5 mg 24\1@ 2 n 80/0

Vonoprazan 10 mg 197 195 189 174 147 146 145 63 54 16

Vonoprazan20mg 196 194 184 169 128 128 126 56 44 12 Vonopra Za n 1 O mg 24@_ O . 50/0

"] === Lansoprazole 15 mg
- \onoprazan 10 mg
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.............. B2 TR v I EROIIHIT 3,

0 56 112 168 224 280 336 392 448 504
Number at risk Days
Lansoprazole 15 mg 209 208 192 180 139 138 137 47 39 15
Vonoprazan 10 mg 196 194 188 172 146 145 144 61 54 16
Vonoprazan 20 mg 194 192 182 168 128 128 126 56 42 12
Figure 2 Kaplan-Meier estimates of the cumulative incidence of (A) peptic ulcer recurrence and (B) bleeding in the stomach or duodenum in

patients treated with lansoprazole 15mg (dotted line), vonoprazan 10mg (solid line) or vonoprazan 20 mg (thick solid line), The numbers of patients
at risk for each treatment group are shown in table 1.
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T

(Kawai et al Gut 2018)
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Table 4. Adverse events associated with chronic proton-pump inhibitor use.

Causes Diseases

Hypochlorhydria {2 LK AE Small intestinal bacterial overgrowth
= eee——

Clostridium difficile infection

Pneumonia

Spontaneous bacterial peritonitis
Malabsorption HJE(LIRBE% Iron deficiency anemia

Hypocalcemia, osteoporosis, fracture
Hypomagnesemia @%7 7“2‘\ Ay AEME
Vitamin B,, deficiency
Hypergastrinemia _[%_jj] k1 ‘/J]jle_ Gastric endocrine hyperplasia
Carcinoid tumor (gastric neuroendocrine tumor)
Others Interstitial nephritis
Collagenous colitis
Myocardial infarction

Dementia

Sugano: Vonoprazan fumarate, a novel potassiumcompetitive acid blocker, in the
management of gastroesophageal reflux disease: safety and clinical evidence to date. Ther
Adv Gastroenterol 2018, Vol. 11: 1 -14
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Study name Statistics for each study Odds ratio and 95% CI
Study name Statistics for each study Odds ratio and 95% CI Odds Lower Upper Relative
ratio limit limit 2Z-Value p-Value weight
Odds Lower Upper
ratio limit  limit p-Value Gau [22] 2500 1430 4371 3215  0.001 - 1243
Koulouridis [24] 0820 0610 1102 -1315  0.189 18.20
Gau 2012 2,500 1.432 4.365 0.001 Danziger[25] 1100 0960 1260 1372 0170 21.23
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Alhosaini 2014 4.200 1.160 15203  0.029 VanEnde[29] 0.840 0260 2714 -0291  0.771 4.97
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Figure 2. Forest plot displaying the pooled adjusted odds ratio for hypomagnesemia among proton pump inhibitor users relative to nonusers.
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