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Table 1. Adverse effects of proton pump inhibitors (selected)and their level of evidence?

Categories | Adverse effects Level of evidences
Cancer Colorectal cancer Two large negative case-control studies
Gastric carcinoid tumors No macrocarcinoids in humans described
Gastric cancer Plausible in the presence of Helicobacter pylori
No human case reported
Infections Clostridum difficile Systemic review; OR 1.94
Other bacterial enteric infections | Systemic review; OR 3.33
Acute gastroenteritis in children | Prospective study; OR 3.58
Community-acquired pneumonia | GERD may be a confounding factor.
Recent negative case-control study
Nutritional | Osteoporosis and hip fracture Case-control study; AOR 2.65 for age >65 years and
high-dose PPI for > 1 year
Vitamin By, deficiency Conflicting data
Possible low risk in elderly patients
Others AIN Idiosyncratic; rare

Panic attacks/anxiety

Case report only

Hepatitis

Case reports only

Reduced gallbladder motility

Small study in healthy volunteers
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Table 2. Risk of colorectal cancer from a case-control study in UK’

Cumulative duration of PPI use Adjusted OR (95% D
< 1.5 DDD/day > 1.5 DDD/day

Nonuser Reference Reference
1-2 years 1.2 (0.9-1.5) 1.6 (0.5-4.8)
2-3 years 0.9 (0.6-1.3) 3 (0.4-4.3)
3-4 years 1.0 (0.6-1.9) 1.6 (0.4-5.8)
4-5 years 1.1 (0.6 -1.9) 1.8 (0.4-8.5)

> 5 years 1.0 (0.6-1.8) 2.2 (0.5-10.3)
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