[bookmark: _GoBack]Supplementary Table S9. Core adverse-event signals positive in all four validation analyses (n = 38).
	Preferred term (PT)
	Category
	a/c
	ROR (95% CI), NSCLC
	IC025
	ROR (95% CI), full database
	Ω025, full database
	Ω025, lung cancer

	Colitis
	Microbiota–mucosal axis
	140/725
	1.49 (1.24–1.79)
	0.32
	1.80 (1.67–1.95)
	0.59
	0.06

	Dysbiosis
	Microbiota–mucosal axis
	22/0
	345.63 (20.96–5698.77)
	2.47
	129.22 (30.46–548.13)
	2.98
	4.78

	Autoimmune Colitis
	Microbiota–mucosal axis
	17/60
	2.17 (1.27–3.72)
	0.43
	2.19 (1.73–2.78)
	0.75
	0.28

	Taste Disorder
	Microbiota–mucosal axis
	13/45
	2.21 (1.19–4.10)
	0.37
	1.80 (1.48–2.18)
	0.03
	0.55

	Radiation Oesophagitis
	Microbiota–mucosal axis
	9/14
	4.92 (2.13–11.38)
	0.95
	4.17 (2.21–7.88)
	0.78
	0.27

	Trichoglossia
	Microbiota–mucosal axis
	8/2
	30.64 (6.51–144.34)
	1.69
	30.88 (9.83–97.00)
	2.57
	2.46

	Proctitis
	Microbiota–mucosal axis
	6/9
	5.10 (1.82–14.35)
	0.77
	2.81 (1.81–4.35)
	0.02
	0.72

	Neutropenic Sepsis
	Infection
	45/42
	8.26 (5.42–12.59)
	1.82
	8.03 (6.28–10.27)
	1.80
	0.19

	Pneumonia Aspiration
	Infection
	42/159
	2.03 (1.44–2.85)
	0.54
	1.91 (1.58–2.31)
	0.04
	0.16

	Clostridium Difficile Colitis
	Infection
	29/27
	8.26 (4.88–13.96)
	1.72
	4.88 (3.74–6.37)
	0.57
	1.07

	Skin Candida
	Infection
	24/1
	184.42 (24.94–1363.52)
	2.46
	303.44 (41.23–2233.24)
	3.29
	4.83

	Pulmonary Sepsis
	Infection
	19/17
	8.58 (4.46–16.51)
	1.62
	5.45 (3.57–8.31)
	1.17
	0.40

	Cytomegalovirus Infection
	Infection
	18/50
	2.76 (1.61–4.73)
	0.69
	2.11 (1.50–2.97)
	0.37
	1.56

	Febrile Infection
	Infection
	12/17
	5.41 (2.58–11.33)
	1.14
	3.82 (2.17–6.74)
	0.31
	1.68

	Enteritis Infectious
	Infection
	10/14
	5.47 (2.43–12.33)
	1.08
	3.99 (2.26–7.07)
	0.25
	0.58

	Enterocolitis Infectious
	Infection
	6/5
	9.19 (2.80–30.12)
	1.11
	6.07 (4.00–9.21)
	1.67
	0.06

	Sterile Pyuria
	Infection
	3/0
	53.57 (2.77–1037.30)
	1.00
	67.37 (8.11–559.60)
	1.94
	0.74

	Post Procedural Sepsis
	Infection
	3/1
	22.96 (2.39–220.78)
	0.81
	8.42 (2.92–24.27)
	0.40
	0.40

	Tubulointerstitial Nephritis
	Renal
	128/288
	3.46 (2.80–4.27)
	1.23
	5.34 (4.78–5.98)
	0.89
	0.68

	Immune-Mediated Nephritis
	Renal
	33/69
	3.68 (2.42–5.57)
	1.11
	2.32 (1.78–3.02)
	0.79
	1.09

	Renal Tubular Necrosis
	Renal
	29/80
	2.78 (1.82–4.26)
	0.81
	3.27 (2.46–4.35)
	0.20
	0.10

	Hypercalcaemia
	Renal
	29/87
	2.56 (1.68–3.90)
	0.72
	1.77 (1.40–2.24)
	0.00
	0.08

	Hydronephrosis
	Renal
	20/14
	10.97 (5.54–21.72)
	1.78
	2.38 (1.75–3.25)
	0.14
	1.07

	Renal Arteriosclerosis
	Renal
	11/14
	6.02 (2.73–13.27)
	1.18
	9.63 (4.45–20.81)
	1.55
	0.38

	Renal Tubular Acidosis
	Renal
	4/7
	4.37 (1.28–14.95)
	0.42
	6.52 (4.12–10.30)
	1.36
	0.79

	Autoimmune Hepatitis
	Hepatobiliary/immune
	40/128
	2.40 (1.68–3.43)
	0.72
	1.68 (1.41–2.01)
	0.43
	0.78

	Drug Eruption
	Hepatobiliary/immune
	39/173
	1.73 (1.22–2.45)
	0.35
	1.71 (1.42–2.05)
	0.15
	0.19

	Hepatitis Cholestatic
	Hepatobiliary/immune
	8/19
	3.22 (1.41–7.37)
	0.56
	3.26 (2.27–4.68)
	0.45
	0.31

	Autoimmune Myositis
	Hepatobiliary/immune
	5/10
	3.83 (1.31–11.20)
	0.46
	2.31 (1.30–4.11)
	0.20
	0.20

	Rash Scarlatiniform
	Hepatobiliary/immune
	4/1
	30.62 (3.42–274.01)
	1.14
	56.14 (6.56–480.53)
	1.31
	1.07

	Systemic Immune Activation
	Hepatobiliary/immune
	3/1
	22.96 (2.39–220.78)
	0.81
	11.23 (5.49–22.98)
	2.21
	0.40

	Nervous System Disorder
	Other
	28/66
	3.26 (2.09–5.07)
	0.96
	1.62 (1.19–2.21)
	0.42
	0.92

	Euphoric Mood
	Other
	6/1
	45.95 (5.53–381.73)
	1.54
	5.61 (2.40–13.12)
	2.87
	0.94

	Haemothorax
	Other
	6/8
	5.74 (1.99–16.56)
	0.85
	3.56 (1.91–6.65)
	0.22
	2.03

	Ast/Alt Ratio Abnormal
	Other
	5/1
	38.28 (4.47–327.74)
	1.37
	14.03 (3.77–52.27)
	1.12
	1.90

	Bronchostenosis
	Other
	4/6
	5.10 (1.44–18.09)
	0.52
	3.10 (1.42–6.78)
	0.07
	0.17

	Retrograde Amnesia
	Other
	3/0
	53.57 (2.77–1037.30)
	1.00
	9.36 (2.85–30.66)
	0.66
	0.74

	Arteriospasm Coronary
	Other
	3/3
	7.65 (1.54–37.93)
	0.50
	3.93 (1.66–9.29)
	0.18
	0.74


Notes: a, number of cases in group A (ICI + PPI); c, number of cases in group B (ICI only); both from the NSCLC-restricted population. Ω025 > 0 defines an interaction signal. ROR, reporting odds ratio; IC, information component.


