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BACKGROUND ENFORCE Completed assessment Sub§equent SARS-COV-2 Severity Ersi{?:gtzgalﬁfagl ’E\g{?rit:feﬁw rpr:’;%rnspike 9e2l| RESULTS (CO NT)

» Major side effects after vaccination can be caused by a eligible of reactions within week Zﬂ;lea'gg gf;sz”r:gi‘tt score ratio 35%Cl)  p-value  ratio 35%Cl)  p-value § o Following first vaccination, no significant association was
reactive immune system. participants after vaccination vaccination 1.00 1.00 found between severity score and spike 1gG level, before

e With the introduction of COVID-19 vaccines, an N-e018 1.04(0.92,1.17) 0.5276  1.04(0.92,1.17) 0.5388 or after adjustment for pre-vaccination spike IgG, global
assumption has been that severe side effects after ' LIS0AN, 1A5F LI0AE  T1.11(0.92, 1.30) 0.22/5 p-values of 0.595 and p=0.760, respectively (Figure 3A).

: : : : : _ _ o 0.93 (0.73, 1.17) 0.5287 0.91 (0.72, 1.15) 0.4145
vaccination mean that the vaccine is working. Figure 1 Selection of participants 0 i inati iation i
g g p p 108 (0,83, 1.43) GEGHE 71,02 (0.78 1.34) 0.8772 Following second vaccination, the association in the

AIM . 1.04 (0.84, 1.20) 07371  1.01 (0.82. 1.25) 0.9442 primary analysis was highly significant (global p<0.001).

* Joinvestigate statistical association between severity of _ — — S — Compared to a zero score, there were significantly higher
self-reported systemic reactions to SARS-CoV-2 Age at enrolment (years), median (IQR) 64 (54, 75) 64 (54, 75) : 1.0 10.0 spike IgG levels for scores of 2 or more, up to an
vaccination and immunological response, assessed by [Soar Y684 (433 Y566 (439 RATELTIE TTesi i Ahtl Sk ! Vog mex'e) estimated 24% increase for scores of 3 or 4 (Figure 3B).
total serum immunoglobulin G [IgG] antibodies against Female 3509 (56.7) 3374 (56.8) Spr— Adiusted for prior spike 19G [2] However, the association disappeared after adjusting for
SARS-CoV-2 spike protein. Cg' SO GEiizsaes LGy 4896 (79.1) 1707 (19 Severity o O NN alue  aterGeee 2N value pre-vaccination spike 1gG (p=0.534).

METHODS 1-2 1105 (17.8) 1049 (17.7) 1.00 1.00 * We tested the effect of different scoring methods for

» Data are from ENFORCE, an open-label, non-randomised, Fi>r§t et s 1 192 (3.1) 184 (3.1) i 1.04 (0.94, 1.14) 0.4563  0.93 (0.86, 1.01) 0.0747 severity of reactions in sensitivity analyses (e.g.
parallel group, phase IV study that enrolled Danish adult | sTnie2n2 3455 (55.8) 3567(60.1) < 1.16(1.04,1.30) 0.0098  1.02(0.93,1.12) 0.6397 incorporating mild systemic reactions) with broadly
citizens prior to their first SARS-CoV-2 vaccination. MRNA1237 29T 2285)7’ 23(7)92 0%?-9) [, DNNNREE T BN SWSIRA, Sy Sae consistent findings.

. Figure 1 displays the analysis inclusion criteria. Euidence of pror SARS-Cov-2 fection[2], D16 (os 1. :z: gg: :::; ggg‘:i 822 22:2 1;2; gjzzf + Ina further exploratory analysis of pre-vaccination spike

* A severity score was defined based on 7 systemic B —— — — — G level and reporting at least 1 moderate or severe
reactions (muscle pain, joint pain, fatigue, fever, assessment (weeks), median (IQR) 43.9) 28, 10) - 1.0 10.0 Systemic reaction, we found a significant association
neadache, nausea, chills) counting +1 for each reaction  |Pre-vaccination SARS-CoV-2 spike lgC 77(40,173) 30713 (9589, 90874) FRAMELE IERT MU Ane S5k L llog scale, (0<0.001); participants with levels of at least 10,000
eported with moderate severity and +2 for each severe, |0 /o medan(@y . | | | | AU/mL were significantly more likely to report a reaction
15 t0 & maximum seore of 14 Furo > Comparon f SRS o 2 ste 8 v sccodng o severtyscreof | than those with <100 (Figre 4)

- Linear regression was used to assess the association 1] charison comorbidity index (CCD based on comorbidities In the & years prior vaccination (B) CONCLUSIONS
between severity score and log,  transformed spike 186G | 12] infection prior to first vaccination defined by positive antibody result from o oo sPike [0 assessment, age, sex, CCL vaceine |« An average of 4 weeks after first vaccination, the
level after first and second vaccinations, adjusted for ELISA (Wantai) test or positive PCR test and prior to second vaccination included [2] As per primary analysis but with additional adjustment for pre-vaccination SARS-CoV-2 spike antibody response to SARS-CoV-2 was similar regardless

any positive PCR tests after first dose. 1gG level.

potential confounders (primary analysis). of the severity of systemic reactions reported.

¢ We a|SO teSted the |mpaCt Of adJUSt|ng fOI’ Sp|ke IgG |eVe| ® None ® Mild ® Moderate ® Severe ® Missing ° Around 9 Weeks after Second VaCCination, those Who
: : : . . Prior SARS First vaccination Second vaccination :
measured prior to each vaccination. chlls Fatige eer kicadache Cov:zspike ' Odds ratio . Oddsratio had at least 2 moderate or 1 severe reaction had a
d m ° ° . . . .
. Logistic regression was used to further explore any First vaccination - | significantly higher response than those with none.

L L. <100 3687 1.00 196 1.00 . L. .
association between pre-vaccination log, ,transformed A e OO DR DSSmas 1 —a SEY 7150 LN, LA * However, adjustment for pre-vaccination spike 1gG level
spike 1gG level and self-reported systemic reactions. - I ! 1000-10000 219 118 (0.85,1.64) = 1049 1.16 (0.80, 1.67) attenuated the association and was found to be related

omnt pain uscie pain ausea 1 "
RESULTS i g 10000-100000 170  2.65 (1.89, 3.70) 3031 1.54 (1.09, 2.17) to reporting moderate/severe reactions.
* 6194 and 5940 participants were included for first and First vaccination >=100000 41 6.64(3.38,13.05) 1384 2.40 (1.67, 3.44) * Therefore, although symptoms appear to be an indicator
second vaccinations, respectively (Table 1). Sacond vaceination , — — I— — for a subsequent higher antibody response after the
. Fatigue, muscle pain, and headache were the most 0.01 0.10 . LoD 10.00 100.00 second vaccination, this may be attributed to higher
_ _ _ 0 20 40 60 80 1000 20 40 60 80 1000 20 40 60 80 1000 20 40 60 80 100 Odds ratio and 95% CI (log scale) levels of pre'eXiSting |mmun|ty in these partiCipantS
commonly reported systemic reactions, occurring more Percentage with reactions Figure 4 Association between SARS-CoV-2 spike IgG level prior to vaccination and

frequently after second vaccination and with a higher Figure 2 Severity of self-reported systemic reactions within 1 week reporting at least one moderate or severe systemic reaction following vaccination. following the first vaccination.
chance of being reported as moderate/severe (Figure 2)_ after vaccination [1] Adjusted for age, sex, CCl, and vaccine type.
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