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Supplementary Tables

Supplementary Table 1: Quality assessment of included studies according to the Newcastle-Ottawa quality assessment scale for cohort studies

The Newcastle-Ottawa Scale (NOS) considers study quality based on three domains: 1) Quality of subject ‘selection’ (representativeness of the exposed cohort, selection of
the non-exposed cohort, ascertainment of exposure, demonstration that outcome of interest was not present at start of study, maximum 4 points); 2) Quality of
‘comparability’ (study controls for most important factor and any additional factor, maximum 2 points); 3) Quality of ‘outcome’ (including assessment of outcome, length

of follow-up, adequacy of follow-up, maximum 3 points). A maximum of 9 points was therefore considered.

Thresholds for converting NOS rating to Agency for Healthcare Research and Quality standards (good, fair, poor) (Pillinger et al., 2019). Good — 3 or 4 stars in Selection AND
1 or 2 in Comparability AND 2 or 3 in Outcome. Fair — 2 stars in Selection AND 1 or 2 in Comparability AND 2 or 3 in Outcome. Poor — 0 or 1 stars in Selection OR 0 in

Comparability OR 0 or 1 in Outcome.

HRQ
Selection Comparability Outcome score
Representative- Outcome Comparable Follow-up Loss to
ness Selection | Exposure | not at start cohorts Assessment | length of time | follow-up
Wium-Andersen et
al, 2014 1 2 good
Metcalf et al, 2017 2 good
Laukkanen et al,
2018 1 2 1 good
Perry et al, 2021 0 2 0 good
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Supplementary Figures
Supplementary Figure 1: PRISMA diagram of literature search
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For more information, visit www.prisma-statement.org.

CRP, C-reactive protein; UHR, ultra-high risk
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Supplementary Figure 2: Odds ratios for psychosis at follow-up for individuals with high (>3
mg/L) and medium (1-3 mg/L), as compared to low (<1 mg/L), CRP levels at baseline

Odds ratios for psychosis at follow-up by CRP category
(versus <1mg/L) at baseline ;..

sample outcome

CRP >1 and <3 mg/L

Wium-Andersen et al, 2014.1 ——- 48132 643 1.27[0.70, 2.30)
Laukkanen et al, 2018.1 —a—H 1103 78 0.78[0.58, 1.05]
Metcalf et al, 2017.1 —_— 730 26.92 1.16[0.61,2.20]
Perry et al, 2020.1 219 24 0.67 [0.16, 2.82]
RE model for CRP 1-3 e 093(068,127)
CRP >3 mg/L

Wium-Andersen et al, 2014.2 L ——— ] 15830 64.3 2.25(1.24,4.09]
Laukkanen et al, 2018.2 —— 486 78 1.04[0.73, 1.48)
Metcalf et al, 2017.2 [ 41 26.92 1.70 [0.84, 3.44]
Perry et al, 2020.2 96 24 1.54 [0.36, 6.59]
RE model for CRP >3 e 1.49(0.95, 2.32)
—— 1.18[0.88, 1.59]

r T 1

0.3 1 27 7

A) Meta-analytic Odds Ratio

Adjusted for age, sex and BMI*

age at
sample outcome
CRP >1 and s3 mg/L
Wium-Andersen et al, 2014.1 —_— 48132 64.3 1.21[0.66, 2.21]
Laukkanen et al, 2018.1 —— 1103 78 0.68 [0.50, 0.93]
Metcalf et al, 2017.1 —_—-— 730 26.92 1.24[0.64, 2.40]
Perry et al, 2020.1 219 24 0.73[0.17, 3.16]
RE model for CRP 1-3 e 0.91[0.61,1.35]
CRP >3 mg/L
Wium-Andersen et al, 2014.2 —_— 15830 64.3 2.05[1.09, 3.85]
Laukkanen et al, 2018.2 [ 486 78 0.87[0.60, 1.26]
Metcalf et al, 2017.2 —_— a1 26.92 1.83[0.89,3.77]
Perry et al, 2020.2 96 24 1.71[0.39, 7.51]
RE model for CRP >3 ——— 1.41(0.84,237)
—— 1.13(0.81, 1.57)
r T 1
0.3 1 27 7
B) Meta-analytic Odds Ratio

Adjusted for age, sex, BMI,

smoking, alcohol consumption, socioeconomic status® N age at
sample outcome

CRP >1 and s3 mg/L
Wium-Andersen et al, 2014.1 —_—— 48132 64.3 1.11[0.61, 2.03]
Laukkanen et al, 2018.1 —— 1103 78 0.70 [0.51, 0.96]
Metcalf et al, 2017.1 —_— 730 26.92 1.39[0.68, 2.83]
Perry et al, 2020.1 219 24 0.41[0.05, 3.24]
RE model for CRP 1-3 —— 0.90[0.60, 1.35]
CRP >3 mg/L
Wium-Andersen et al, 2014.2 [ 15830 64.3 1.56 [0.83, 2.95]
Laukkanen et al, 2018.2 - 486 78 0.92 [0.62, 1.36]
Metcalf et al, 2017.2 —_— a1 26.92 1.74[0.76, 3.98]
Perry et al, 2020.2 96 24 2.08[0.47, 9.24]
RE model for CRP >3 —— 1.27[0.84,1.94]
——— 1.07[0.79, 1.43]
r T 1

C) 0.3 1 27 7

Meta-analytic Odds Ratio

BMI, body mass index; CRP, C-reactive protein; mg/L, milligrams per litre
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Supplementary Figure 3: Odds ratios for psychosis at follow-up for individuals with high (>3
mg/L), as compared to low (<3 mg/L), CRP levels at baseline — after excluding individuals with
baseline CRP >10mg/L

Odds ratio for psychosis at follow-up for individuals with high (>3 mg/L),
as compared to low (<3 mg/L), CRP levels at baseline

After excluding subjects with CRP >10mg/L at baseline N N age at study
psychosi pl t weight
CRP ed in adulthood/old age H
Wium-Andersen et al, 2014 r—l—- 116 75,989 64.3 38.04% 1.58[1.06, 2.36]
Laukkanen et al, 2018 '—I—' 238 2,463 78 52.99% 1.24[0.88, 1.74]
RE Model for Subgroup ——— 1.37 [1.06, 1.78]
CRP ed in childhood/adol
Metcalf et al, 2017 . 83 6,258 26.92 6.07% 0.98 [0.36, 2.68]
Perry et al, in prep. 30 2,203 24 2.91% 2.06[0.48, 8.82]
RE Model for Subgroup . 1.25[0.54, 2.85]
-.— 100.00% 1.36 [1.06, 1.74]
[ T I |
0.3 1 2.7 7
A) Meta-analytic Odds Ratio

After excluding subjects with CRP >10mg/L at baseline

Adjusted for age, sex and BMI N N ageat  study
psychosi | t weight
CRP ed in adulthood/old age H
Wium-Andersen et al, 2014 - 116 75,989 64.3 37.14% 1.49[0.98, 2.27]
Laukkanen et al, 2018 ~—I— 238 2,463 78 53.57% 1.13[0.80, 1.60]
RE Model for Subgroup a-——- 1.27[0.97, 1.66]
CRP ed in childhood/adol é
Metcalf et al, 2017 83 6,258 26.92 6.30% 1.05[0.38, 2.91]
Perry et al, in prep. 30 2,203 24 2.99% 2.29[0.52, 10.06]
RE Model for Subgroup - 1.35[0.58, 3.12]
— 100.00% 1.27 [0.99, 1.64]
[ T T 1
0.3 1 2.7 7
B) Meta-analytic Odds Ratio

After excluding subjects with CRP >10mg/L at baseline

Adjusted for age, sex, BMI, N N age at study
smoking, alcohol consumption, socioeconomic status* psychosi pl t weight

CRP ed in adulthood/old age H
Wium-Andersen et al, 2014 r—-—I—« 116 75,989 64.3 37.74% 1.24[0.81, 1.90]
Laukkanen et al, 2018 r—l—< 238 2,463 78 54.30% 1.20[0.84, 1.71]

RE Model for Subgroup -.—- 1.22[0.93, 1.60]

CRP ed in childhood/adol €
Metcalf et al, 2017 83 6,258 26.92 4.89% 0.91[0.28, 2.97]
Perry et al, in prep. 30 2,203 24 3.07% 3.07 [0.69, 13.69]

1.53 [0.47, 4.97]

RE Model for Subgroup

’.' 100.00% 1.23[0.95, 1.60]

T T T 1
0.3 1 2.7 7
C) Meta-analytic Odds Ratio

BMI, body mass index; CRP, C-reactive protein; mg/L, milligrams per litre
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Supplementary Figure 4: Odds ratios for psychosis at follow-up per SD increase in CRP levels

at baseline — after excluding individuals with baseline CRP >10mg/L

Odds ratios for psychosis at follow-up per SD increase in log(CRP) levels at baseline

Meta-analytic Odds Ratio

C)

After excluding subjects with CRP >10mg/L at baseline N N age at study
psychosis sample outcome weight
CRP measured in adulthood/old age
Wium-Andersen et al, 2014 —_—— 116 75,989 64.3 28.03% 1.30[1.08, 1.57]
Laukkanen et al, 2018 — 238 2,463 78 36.29% 1.00 [0.88, 1.14]
RE Model for Subgroup 1.13[0.87, 1.46]
CRP ed in childhood/adol
Metcalf et al, 2017 83 6,258 26.92 22.89% 0.97[0.77,1.22]
Perry et al, 2020 30 2,203 24 12.79% 0.98 [0.68, 1.41]
RE Model for Subgroup ——_—— 0.97 [0.80, 1.18]
— 100.00% 1.07 [0.92, 1.24]
[ I
0.65 1 1.65
A) Meta-analytic Odds Ratio
After excluding subjects with CRP >10mg/L at baseline
Adjusted for age, sex and BMI N N age at study
psychosis sample outcome weight
CRP measured in adulthood/old age :
Wium-Andersen et al, 2014 b —— 116 75,989 64.3 28.45% 1.28[1.05, 1.57]
Laukkanen et al, 2018 — 238 2,463 78 35.18% 0.92[0.79, 1.07]
RE Model for Subgroup 1.08 [0.78, 1.49]
CRP ed in childhood/adol
Metcalf et al, 2017 L 83 6,258 26.92 23.37% 1.00[0.78, 1.29]
Perry et al, 2020 ¢ 30 2,203 24 13.00% 1.00 [0.67, 1.50]
RE Model for Subgroup — 1.00 [0.81, 1.24]
——————— 100.00% 1.04 [0.88, 1.24]
[ |
0.65 1 1.65
B) Meta-analytic Odds Ratio
After excluding subjects with CRP >10mg/L at baseline
Adjusted for age, sex, BMI, N N age at study
smoking, alcohol consumption, socioeconomic status™ psychosis sample outcome weight
CRP measured in adulthood/old age
Wium-Andersen et al, 2014 »—-—l—« 116 75,989 64.3 29.31% 1.15[0.94, 1.41]
Laukkanen et al, 2018 — 238 2,463 78 45.91% 0.93[0.80, 1.08]
RE Model for Subgroup ——— 1.02[0.83, 1.26]
CRP ed in childhood/adol
Metcalf et al, 2017 83 6,258 26.92 16.98% 0.96 [0.72, 1.28]
Perry et al, 2020 30 2,203 24 7.80% 0.96 [0.62, 1.49]
RE Model for Subgroup 0.96 [0.75, 1.22]
——.— 100.00% 1.00 [0.88, 1.13]
[ I
0.65 1 1.65

BMI, body mass index; CRP, C-reactive protein; mg/L, milligrams per litre
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Supplementary Figure 5: Odds ratios for psychosis at follow-up for individuals with high (>3
mg/L) and medium (1-3 mg/L), as compared to low (<1 mg/L), CRP levels at baseline — after
excluding individuals with baseline CRP >10mg/L

Odds ratios for psychosis at follow-up by CRP category (versus <1mg/L) at baseline

After excluding subjects with CRP >10mg/L at baseline age at

sample outcome

CRP >1 and 3 mg/L

Wium-Andersen et al, 2014.1 —_—y 48132 64.3 1.27[0.70, 2.31]
Laukkanen et al, 2018.1 N ) 1103 78 0.78 [0.58, 1.05]
Metcalf et al, 2017.1 e 730 26.92 1.16[0.61, 2.20)
Perry et al, 2020.1 219 24 0.67[0.16, 2.82]
RE model for CRP 1-3 i 0.93[0.68, 1.27]
CRP >3 mg/L
Wium-Andersen et al, 2014.2 — L 13050 64.3 1.91[1.02, 3.58]
Laukkanen et al, 2018.2 . ] 397 78 1.10[0.76, 1.59]
Metcalf et al, 2017.2 307 26.92 1.00[0.36, 2.77)
Perry et al, 2020.2 75 24 1.98 [0.46, 8.52)
RE model for CRP >3 e 1.31[0.91, 1.89]
e 1.09 [0.84, 1.42)
r T 1
03 1 27 7
A) Meta-analytic Odds Ratio
After excluding subjects with CRP >10mg/L at baseline
Adjusted for age, sex and BMI N age at
sample outcome
CRP >1 and <3 mg/L.
Wium-Andersen et al, 2014.1 [ 48132 64.3 1.22[0.66, 2.25)
Laukkanen et al, 2018.1 i 1103 78 0.68 [0.50, 0.93]
Metcalf et al, 2017.1 —_— 730 26.92 1.24[0.64, 2.40)
Perry et al, 2020.1 219 24 0.73[0.17,3.17]
RE model for CRP 1-3 e 0.91[0.61, 1.36]
CRP >3 mg/L
Wium-Andersen et al, 2014.2 ——-— 13050 64.3 1.76 (0.94, 3.30]
Laukkanen et al, 2018.2 —— 397 78 0.91[0.61, 1.35)
Metcalf et al, 2017.2 307 26.92 1.09 [0.39, 3.05]
Perry et al, 2020.2 75 24 2.21[0.50, 9.76]
RE model for CRP >3 e 1.22(0.79,1.91)
——— 1.04(0.77, 1.39)
r T 1
03 1 27 7
B) Meta-analytic Odds Ratio

After excluding subjects with CRP >10mg/L at baseline

Adjusted for age, sex, BMI, smoking, alcohol consumption, socioeconomic status™ N age at
sample outcome

CRP >1 and <3 mg/L
Wium-Andersen et al, 2014.1 [ 48132 64.3 1.12[0.61, 2.06]
Laukkanen et al, 2018.1 —— 1103 78 0.70 [0.51, 0.96]
Metcalf et al, 2017.1 e e 730 26.92 1.35[0.66, 2.76]
Perry et al, 2020.1 219 24 0.41[0.05, 3.25]
RE model for CRP 1-3 e 0.89(0.60, 1.33]
CRP >3 mg/L
Wium-Andersen et al, 2014.2 L . 13050 64.3 1.37[0.70, 2.68]
Laukkanen et al, 2018.2 — 397 78 0.95[0.63, 1.42]
Metcalf et al, 2017.2 307 26.92 0.97[0.29, 3.24]
Perry et al, 2020.2 75 24 2.81[0.62, 12.74]
RE model for CRP >3 i 1.09(0.79, 1.51)
——— 0.98(0.75, 1.28)
r T 1
03 1 27 7
C) Meta-analytic Odds Ratio

BMI, body mass index; CRP, C-reactive protein; mg/L, milligrams per litre
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