Table S1 Distribution of repeated CRP testing per patient in a 16-year hospital-based dataset (2008—
2023)

Number of CRP tests per patient (n) Number of patients (n)
1 156,790
2 49,462
3 27,043
4 17,952
5 13,070
6 9753
7 7612
8 6020
9 4864
10 4191
11 3589
12 2944
13 2503
14 2206
15 2008
16 1793
17 1610
18 1406
19 1310
20 1178
21 1076
22 994
23 902
24 859
25 813
26 724
27 668
28 649
29 668
30 581
31 548
32 462
33 426
34 452
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Total (n) 1,845,258

Abbreviations: CRP, C-reactive protein



Table S2. Long-term temporal trends in annual CRP summary metrics after exclusion of individuals
with more than 300 CRP measurements over the study period.

Outcome Slope, B (mg/dL per year) 95% CI R? p-value
Arithmetic mean (mg/dL) +0.000648 -0.010056 to +0.011352 0.001 0.899
Harmonic mean (mg/dL) -0.002506 -0.003782 to -0.001231 0.559 <0.001
Geometric mean (mg/dL) -0.010307 -0.013597 to -0.007018 0.763 <0.001




Table S3. Sensitivity analysis excluding 2008: Weighted long-term linear trends in annual arithmetic,
harmonic, and geometric mean CRP.

Outcome Slope, B (mg/dL per year) 95% CI R? p-value
Arithmetic mean (mg/dL) 0.001385 -0.009403 to 0.012173 0.006 0.786
Harmonic mean (mg/dL) -0.002799 -0.004132 to -0.001466 0.613 <0.001
Geometric mean (mg/dL) -0.010649 -0.013872 to -0.007426 0.797 <0.001

Weighted least squares models were refitted after excluding the year 2008. 3 represents the annual
change in each CRP summary metric, weighted by annual test volume.



Table S4. Quadratic sensitivity analysis for weighted annual trends in CRP summary metrics

Linear vs
L, . . :
Outcome Linear slope (8) inear Quadratic Quadratic quadfatlc Interpretation
p-value term (B2) p-value comparison p-
value
Arithmeti
rithmetic 0.0008 0.881  -0.00082 0.546 0.546 unchanged
mean
H .
armonie -0.0027 <0.001  0.00017 0.299 0.299 unchanged
mean
Geometric -0.0105 <0.001  -0.00005 0.901 0.901 unchanged

mean




Table S5. Multiplicity-adjusted inference for the post-2020 slope-change term (33) across the three ITS
summary metrics

Estimat Bonf i-
Metric SUMAE  Raw p-value . onterromnt BH-adjusted p-value Interpretation
(B3) adjusted p-value
Arithmeti R ) onifi
rithmetic -0.0414 0.00549 0.0165 0.0165 emained significant
mean after correction
H ) 1 onifi
armomnie +0.00557  0.0409 0.1227 0.0614 No longer significant
mean after correction
G tri
COMETIC 10.00167 0.760 1.0000 0.760 Not significant
mean




Table S6. Sensitivity analyses of two-segment interrupted time-series (ITS) segmented regression of annual CRP summary measures using alternative
interruption points at 2019 and 2021

Immediat Post-break
Pre- e level
break change B slope Post-break
Breakpoint Metric p-value 8¢P2 950, CI p-value changeBs 95%CI p-value netslope 95%CI p-value
slope B: (post- .
; (time-after- (B1+Bs)
(time) break
e . break)
indicator)
Arithmetic ~0.00470 ~0.0645 to ~0.0514 to
2019 LU 000478 0521 400647 T 0093 00444 00 <0001 -0.08% 0o <0.001
. ~0.00869 ~0.00440
H?;m(::uc ~0.00355 0006 +0.00220  to 0.699  +0.00264 2‘8%22;0 0251  -0.000904 to 0.613
ca +0.0131 : +0.00259
. -0.0165
Geometric o y103 <0001 4000534  to 0640 000271 00120t0 p o0 o130 00209t 0
mean +0.00659 ~0.00520
+0.0271
Arithmetic -0.146 to -0.0800 to -0.0852 to
2021 Lo 000310 0731 00678 07 0419 00340 00 €070 00871 o € 0430
. -0.0147
Harmonic 10116 0437 000307  to 0652 +0.00896 00100t 5 h0 ooozso 0007 0ss
mean +0.0189 to +0.0167
+0.00859
. -0.0422
Geometric ) 10g19 0002 ~0.0158 to 0275  +0.00704 OOI7to oo goot1s 09270 906
mean +0.0108 +0.0298 +0.0204

Annual arithmetic, harmonic, and geometric mean CRP concentrations (mg/dL) were modeled using a two-segment ITS framework with alternative interruption points at
2019 and 2021. The model included a continuous time term (3;; pre-break slope), a post-break indicator ((3,; immediate level change at the interruption year), and a time-after-
break term (f35; change in slope after the interruption year). The post-break net slope was calculated as (3:+fs and is reported with its 95% confidence interval. Weighted least
squares (WLS) regression was fitted using annual test volume (N) as analytic weights.



Table S7. Sensitivity weighted interrupted time-series segmented regression of annual CRP summary
measures after excluding individuals with more than 300 CRP measurements over the study period

Metric Parameter Estimate (B) 95% CI p-value
Arithmetic mean [31: Pre-2020 slope +0.00923 -0.00774 to +0.0262 0.259
[32: Level change at 2020 -0.0315 -0.198 to +0.135 0.688
[33: Slope change after 2020 -0.0399 -0.115 to +0.0349 0.268
Post-2020 net slope (1 + 33) -0.0307 -0.103535 to +0.042173  0.377
Harmonic mean [31: Pre-2020 slope -0.00262 -0.00465 to -0.000580  0.016
[32: Level change at 2020 -0.00932 -0.0293 to +0.0107 0.330
[33: Slope change after 2020 +0.00629 -0.00269 to +0.0153 0.153
Post-2020 net slope (p1 +33)  +0.00367  -0.005069 to +0.012413  0.378
Geometric mean [31: Pre-2020 slope -0.00890 -0.0145 to -0.00329 0.005
[32: Level change at 2020 -0.0194 -0.0745 to +0.0357 0.458
[33: Slope change after 2020 +0.00192 -0.0228 to +0.0266 0.869

Post-2020 net slope (B1 + 33) -0.00698 -0.031054 to +0.017085  0.539

Annual arithmetic, harmonic, and geometric mean CRP concentrations (mg/dL) were modeled using a two-
segment interrupted time-series framework with 2020 as the prespecified interruption. The model included a
continuous time term ((3;; pre-2020 slope), a post-2020 indicator (3,; immediate level change at 2020), and a time-
after-2020 term ((s; change in slope after 2020). The post-2020 net slope was calculated as P:+Bs. Weighted least
squares regression was fitted using annual test volume as analytic weights after excluding individuals with more
than 300 CRP measurements over the study period.



Table S8. Counterfactual deviations from the continuation of the pre-2020 trend in the sensitivity
interrupted time-series analysis after excluding individuals with more than 300 CRP measurements

Metric Deviation in 2023 (mg/dL) Cumulative deviation, 2020-2023 (mg/dL-year)
Arithmetic mean -0.151 -0.365

Harmonic mean +0.00955 +0.000462

Geometric mean -0.0136 -0.0660

Counterfactual deviations represent the difference between the fitted post-2020 trajectory from the weighted
interrupted time-series model and the counterfactual trajectory obtained by extending the pre-2020 trend through
2020-2023. The deviation in 2023 corresponds to the model-based difference in 2023, and the cumulative deviation
represents the sum of annual deviations across 2020-2023. Analyses were performed after excluding individuals
with more than 300 CRP measurements over the study period.



Table S9. Sensitivity analysis excluding 2008: weighted interrupted time-series coefficients for annual
arithmetic, harmonic, and geometric mean CRP

Metric Parameter Estimate () SE 95% CI p-value
Arithmetic mean [1: Pre-2020 slope 0.010349  0.006395 -0.002185 to 0.022883 0.134
2: Level change at 2020  -0.030338 0.041187 -0.111063 to 0.050388 0.477
[33: Slope change after 2020  -0.042721 0.012024 -0.066287 to -0.019155 0.005
Post-2020 net slope (81 + 3) -0.032372 0.009854 -0.051686 to -0.013058 0.001
Harmonic mean [1: Pre-2020 slope -0.003275 0.001082 -0.005394 to -0.001155 0.011
2: Level change at 2020  -0.004225 0.005685 -0.015368 to 0.006918 0.473
[33: Slope change after 2020  0.005738 0.002507 0.000823 to 0.010652  0.043
Post-2020 net slope (81 +33) 0.002463 0.002164 -0.001778 to 0.006705 0.255
Geometric mean (1: Pre-2020 slope -0.009698 0.002150 -0.013912 to -0.005484 <0.001
2: Level change at 2020  -0.014099 0.012666 -0.038924 to 0.010726 0.289
[33: Slope change after 2020  0.001934 0.005456 -0.008759 to 0.012628 0.730
Post-2020 net slope (81 + 33) -0.007764 0.004899 -0.017366 to 0.001839 0.113




Table S10. Sensitivity analysis excluding 2008: deviation from the counterfactual trajectory in
weighted interrupted time-series models of annual CRP summary metrics

Metric Deviation in 2023 (mg/dL) Cumulative deviation, 2020-2023 (mg/dL-year)

Arithmetic mean -0.1590 -0.3780

0.0175
-0.0448

Harmonic mean 0.0130

Geometric mean -0.0083




