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Table 1 Participants’ characteristics

Vanable N (%)
Birth year Age (years) Vaccinared Unvaccinated Unclear Toral
(n =21,034) (= 9245) (rz = 514) (= 30,793)
2000 15 662 (14.6) 3761 (82.8) 121 (27) 4544 (10
1999 16 2123 (50.1) 2038 (48.1) 20 (1.9) 4241 (100)
1998 17 3158 (70.2) 1260 (28.0) 83 (1.8) 4501 (10
1997 18 3766 (84.0) 663 (14.8) 55 (1.2 4484 (100)
1996 192 37125 (88.0) 452 (10.7) 58 (1.4) 4235 (10
1995 20 3749 (BB.7) 428 (10.1) 50 (1.2) 4227 (10
1994 21 3565 (86.9) 496 (12.1) 41 (1.0) 4102 (10
Subtotal 20,748 (68.4) 9098 (30.0) 458 (1.6) 30,334 (100
Age unclear 256 (62.3) 147 (32.0) 26 (5.7) 459 (100
Total 21,034 (68.3) 9245 (30.0) 514 (1.7) 30,793 (100)
Vacane administered: N (%) Vaccinated
(= 20,748)
Bivalent vacane 13,319 (64.2)
Quadrivalent vaccine 4214 (20.3)
Unknown 2895 (14.0)
Mo answer 320 {1.5)
Total 20,748 {100.0)
Age (vears) Vaccinared Unvaccinated Total
= 20,748) (2 = B098) (12 = 29.846)
Minimum 15.0 15.0 15.0
Maximum 21.0 21.0 21.0
Mean (SD) 15.6 (1.7) 16.5 (1.8) 18.0 (2.0)
Median (IQR™") 19.0 (17.0=20.0) 16.0 (15.0-17.0) 15.0 (16.0=20.0)
Study period (vear) Vaccinared Unvaccinated
(n =17,567) (= 2098)
Minimum 0.0 3.0
Maximum 6.0 9.0
Mean (SD) 3.9 (0.9) 45  (18)

Median (IQR)

4.0 (3.0-4.0)

4.0 (3.0-5.0)

IQR, mterquartile range; SIY, standard deviation.
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Table 2 Age-adjusted odds racios (ORs) provided by model 1 for all age groups

Vaccinated Unvaccinated Unadjusted Age-adjusted'
Event Event Event  Event kil hakadhn
No. Symptom (+) =) (+) =) OR  Lower Upper OR  Lower Upper P
1 Menstrual 3603 17,001 2309 ah9a .61 (.58 065 0.55 052 (.59 (.03
abnormality
2 Menorrhagia 1142 19,427 Sel 8434 0.89 (.80 0.98 0.77 .68 0.8a 0.29
3 Arthralgia 1163 19,411 720 8276 .69 .63 076 .67 060 075 (.00
4 Severe headache 1529 19,083 925 BO97 0.70 .64 0.76 .66 N4 0.73 (.00
5 Lassitude 1831 18,775 1037 7984 0.75 (.69 0.81 .64 0.59 0.71 (.00
6 Exhaustion 1867 18,734 991 8028 (.81 0.74 088 0.71 .64 077 0.00
7 Impaired 1159 19,425 723 8294 (.68 (.62 0.75 0.67 (.60 0.75 0.00
CONSCIDUSNESS
8 Abnormal visual field 324 20,256 172 H845 (.82 .68 0.99 .68 0.55 .85 0.01
9 Severe photophobia 720 19,881 ise 8662 (.88 0.77 1.00 0.74 .64 0.8a (.00
10 Reduced visual acuiry 919 19,670 794 8221 .48 0.44 0.53 0.52 D46 .58 (.00
11 Dizziness 1836 18,759 1089 7927 0.71 .66 0.77 0.67 .61 073 0.00
12 Cold sensation in the 1775 18,807 1144 7873 .65 (.60 0.70 0.55 .50 (.60 0.06
legs
13 Sleep disorder 1226 19,372 692 8320 0.76 (.69 054 0.57 0.51 .64 (.00
14 Hypersomnolence 1936 15,632 1058 7955 0.78 0.72 085 .69 063 076 (.00
15 Skin roughness 1497 19,100 1062 7950 0.59 0.54 .64 0.54 049 .59 (.89
1a Hyperpnea 53n 200,075 335 H694 .69 (.a0 0.80 .60 0.51 0.70 0.00
17 Memory impairment 559 20,054 217 BEO05 1.13 0.97 1.33 0.87 0.72 1.04 0.00
18 Dyscalculia 167 20,442 79 8940 0.92 0.71 1.21 0.61 045 (.83 (.00
19 Diyslexia 3kn 20,224 181 HE4n (.93 0.78 1.11 (.66 .54 (.81 0.00
20 Involuntary movement 175 20,436 58 8964 1.32 .98 1.78 1.05 076 1.48 0.04
21 Walking disabilicy 65 20,540 22 8990 1.29 (.80 2.10 (.90 0.53 1.57 (.06
22 Using a cane or 26 20,581 2994 0.71 (.38 132 .49 025 1.02 0.26
wheelchair
23 Sudden attack of 253 20,340 100 2909 1.11 (.88 140 0.92 0.71 1.20 0.01
musde weakness
24 Weakness 318 20,224 124 B862 1.12 0.91 1.38 1.05 083 1.34 .06

T Logistic regression in model 1;
* P-value: test for the interaction between vaccination and age.
CL, confidence interval.
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Table 3 Study period-adjusted odds ratios {ORs) provided by model 2 in all age groups

Vaccinated Unvaccinated Unadjusted Study period-adjusted'
Event Event Event  Event 5% O 3% A
No. Symptom {+) (-} {+) (=) OR  Lower Upper OR  Lower Upper r*
1 Menstrual 2686 14,759 2309 6696 0.53 (.50 0.56 0.55 0.52 (.59 (.90
abnormality
2 Menorrhagia 871 16,544 560 8434 0.79 0.71 088 (.85 076 .95 .56
3 Arthralgia 294 16,529 720 8176 0.62 0.56 069 0.65 0.58 0.72 0.07
4 Severe headache 1166 16,294 9215 2097 0.63 0.57 069 0.67 0.61 0.74 0.54
5 Lassitude 1396 16,058 1037 7984 .67 0.61 0.73 0.72 .66 0.79 0.00
B Exhaustion 1436 16,011 991 2028 0.73 0.67 0.79 0.77 0.71 0.85 0.01
7 Impaired 903 16,532 723 22194 0.63 0.57 069 0.65 0.59 0.73 0.22
CONSCIOUSNESS
8 Abnormal visual field 255 17,176 172 2845 0.76 (.63 0.93 .85 .69 1.04 017
9 Severe photophobia 550 16,899 EATH B662 0.79 0.69 0.91 0.89 0.77 1.02 040
10 Reduced visual acuity 677 16,763 794 8221 0.42 0.38 046 0.42 0.38 0.47 0.29
11 Dizziness 1417 16,025 1089 7927 .64 0.59 0.70 (.66 0.6l 0.72 0.01
12 Cold sensation in the 1331 16,101 1144 7873 0.57 0.52 062 (.61 056 (.66 0.33
legs
13 Sleep disorder 940 16,508 hY92 8320 .68 .62 0.76 0.78 0.70 0.87 0.11
14 Hypersomnolence 1493 15,925 1058 T955 0.70 .65 0.77 0.75 .69 0.82 0.14
15 Skin roughness 1171 16,272 1062 7950 0.54 (.49 0.59 (.56 0.51 0.61 0.77
18 Hyperpnea 408 17,049 335 8694 .62 0.54 0.72 0.71 .61 (.83 096
17 Memory impairment 437 17,022 217 8805 1.04 (.88 1.23 1.23 1.03 1.47 0.00
18 Dyscaleulia 133 17,321 79 2940 0.87 .66 115 1.13 083 1.54 0.00
19 Diyslexia 291 17,163 181 8846 (.83 (.69 1.00 1.00 082 1.22 0.00
20 Involuntary movement 150 17,307 58 8964 1.34 (.99 1.82 1.53 1.11 213 012
21 Walking disabilicy 54 17,397 22 B9 1.27 0.77 208 1.68 098 3.00 0.34
22 Using a cane or 21 17,433 16 2994 0.68 0.35 1.30 0.90 044 1.90 0.91
wheelchair
23 Sudden armrack of 208 17,234 100 2909 1.08 0.85 1.37 1.18 092 1.53 0.01
muscle weakness
24 Weakness 276 17,134 124 A862 1.15 0.93 143 1.21 097 1.52 0.22

T Logistic regression in model 2;
* Povalue: test for the interaction between vaccination and the study period.
Cl, confidence interval.
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Table 4 Study period-adjusted odds ratios (OR)s provided by model 3 in all age groups

Vaccinared Unvaccinared Unadjusted Study period-adjusted’
Event Event Event  Event 5% d 5% d
No. Symptom (+) (-} (+) (- OR  Lower Upper OR  Lower Upper P
1 Menstrual 2686 14,759 2309 ekl .53 050 056 0.54 43 .68  0.90
abnormality
2 Menorrhagia 871 16,544 Sel 8434 0.79 0.71 0.88 0.76 .51 112 .56
3 Arthralgia 294 16,529 720 8276 .62 0.56 .69 (.89 e 1.28 0.07
4 Severe headache 1166 16,294 925 BO97 (.63 0.57 .69 .61 44 .54 (.54
5 Lassirude 139 16,058 1037 7984 .67 .61 0.73 1.27 .94 1.70  0.00
f Exhaustion 1436 16,011 991 8028 0.73 .67 0.79 1.12 (83 1.51 0.01
7 Impaired 903 16,532 723 8294 .63 0.57 0.69 0.81 .56 1.1e 0.22
CONSCIUSNEess
] Abnormal visual field 255 17,176 172 HE45 .76 .63 .93 1.54 a7 265 017
9 Severe photophobia 550 16,899 ERT: He6l 0.79 .69 0.91 1.08 .66 1.74  0.40
10 Reduced visual acuiry 677 16,763 794 8221 0.42 0.38 046 0.34 023 0.51 0,29
11 Dizziness 1417 16,025 1089 7927 .64 (.59 0.70 0.98 .73 1.30  0.01
12 Cold sensation 1n the 1331 16,101 1144 7873 0.57 0.52 .62 0.70 052 0.95 (.33
legs
13 Sleep disorder 940 16,508 6492 8320 .68 .62 0.76 1.04 072 1.50  0.11
14 Hypersomnolence 1493 15,925 1058 7955 0.70 .65 0.77 (.93 .69 1.24 014
15 Skin roughness 1171 16,272 1062 7950 .54 0.49 .59 0.53 .39 0.73 077
16 Hyperpnea 408 17,049 335 H694 .62 0.54 0.72 070 (.40 1.21 (.94
17 Memory impairment 437 17,022 217 BE05 1.04 (.88 1.23 3.59 2.05 6.25  0.00
18 Dyscaleulia 133 17,321 79 8940 0.87 .66 1.15 4.37 1.63 11.61 0.00
19 Dyslexia 291 17,163 181 B840 (.83 .69 1.00 2.82 146 539 0,00
20 Involuntary movement 150 17,307 58 2964 1.34 0.99 1.82 319 117 H.en 012
21 Walking disabilicy 54 17,397 22 B990 1.27 0.77 208 3.6l .66 2066 (.34
22 Using a cane or 21 17,433 16 8994 .68 0.35 1.30 0.77 .06 8.85 0.91
wheelchair
23 Sudden amack of 208 17,234 100 2909 1.08 0.85 1.37 316 142 6.9 (.01
muscle weakness
24 Weakness 2768 17,134 124 8862 1.15 (.93 143 1.83 (.90 370 0.22

T Logistic regression in model 3;
* Povalue: test for the interaction berween vaccination and the study period.
I, confidence interval.
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Table 6 Unadjusted odds rarios (ORs) comparing the vaccinated cases in all age groups with the unvaccinated controls in the
15-16 year old age group

Vaccinared Unvaccinated Unadjusted
95% 1
No. Symptom Event {+) Event {—) Event (+) Event {—) OR Lower Upper
1 Menstrual abnormalicy 3603 17,001 1399 4348 .66 (.61 0.71
2 Menorrhagia 1142 19427 325 5414 0.98 .86 1.11
3 Arthralgia 1163 19411 423 5320 0.75 0.67 085
4 Severe headache 1529 19,083 537 5226 0.78 0.70 .86
5 Lassirude 1831 18,775 566 5195 0.20 0.90 099
6 Exhauston 1867 18,734 552 5204 0.94 0.85 1.04
7 Impaired consciousness 1159 19425 415 5339 0.77 .68 .86
8 Abnormal visual field 324 20,256 90 5669 1.01 (.50 127
9 Severe photophobia 720 19,851 184 5575 1.10 0.93 129
10 Reduced visual acuity 919 19,670 519 5239 047 0.42 0.53
11 Dizziness 1836 18,759 640 5119 0.78 0.71 .86
12 Cold sensation in the legs 1775 18,807 655 5104 0.74 0.67 0.81
13 Sleep disorder 1226 19,372 359 5396 0.95 0.54 1.07
14 Hypersomnolence 1936 18,632 622 5132 086 0.78 094
15 Skin roughness 1497 19,100 652 5105 .61 0.56 0.68
16 Hyperpnea 5368 20,075 168 5597 0.59 0.75 1.06
17 Memory impairment 559 20,054 48 5673 1.80 1.43 225
18 Dyscalculia 167 20,442 26 5737 1.80 1.19 2.73
19 Dryslexia 386 20,224 80 5686 1.36 1.06 1.73
20 Involuntary movement 175 20436 27 5736 1.82 1.21 2.73
21 Walking disability 65 20,540 9 5745 202 1.01 4.06
22 Using a cane or wheelchair 26 20,581 7 5745 1.04 0.45 239
23 Sudden artack of muscle weakness 253 20,340 51 5701 1.39 1.03 1.88
24 Weakness 318 20224 70 j666 127 0.98 1.65

1, confidence interval,
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Table 7 Elapsed time period from the first vaccination to symptom onset

No. Symprom n1' n 2¥ Min. Max.  Mean (5D} Median (IQR)
1 Menstrual abnormalicy 3603 1572 ] 113 21.7 (16.1) 19.0 (8.0-33.0)
2 Menorrhagia 1142 511 0 60 21.7 (15.7) 19.0 (8.0-34.0)
3 Arthralgia 1163 500 ] 63 182 (16.4) 14.0 (3.1-31.00
4 Severe headache 1529 646 ] 64 20.6 (15.6) 18.0 (7.0-31.0)
5 Lassitude 1831 707 ] 114 19.6 (15.7) 17.0 (6.0=3010)
6 Exhaustion 1867 742 ] 114 21.7 (15.8) 20.0 (8.0-33.0)
7 Impaired consaousness 1159 439 ) o4 20.8 (15.8) 17.0 (7.0-32.0)
8 Abnormal visual field 324 148 ] 57 225 (15.8) 20.0 (9.0=-33.0)
9 Severe photophobia 720 261 0 64 231 (16.7) 21.0 (8.0-37.0)
10 Reduced visual acuiry 919 474 ] 63 0.7 (14.7) 18.0 (9.0=3000)
11 Dizziness 1836 809 0 64 221 (15.8) 20.0 (9.0-35.0)
12 Cold sensation in the legs 1775 384 0 52 151 (11.9) 14.0 (4.0-22.0)
13 Sleep disorder 1226 494 ] 113 281 (17.7) 27.0 (13.0-42.8)
14 Hypersomnolence 1936 696 0 60 231 (15.3) 21.0 (11.0-35.0)
15 Skin roughness 1497 739 ] 6l 25.0 (16.0) 240 (11.0-38.0)
16 Hyperpnea 536 303 0 69 23.0 (15.6) 21.0 (10.0-34.0)
17 Memory impairment 559 250 ] 63 23.5 (16.1) 240 (B.0=35.0)
18 Dyscakulia 167 76 ] 54 233 (16.3) 25.0 (7.8-35.0)
19 Diyslexia 386 154 0 60 289 (16.0) 30.0 (16.0-41.5)
20 Involuntary movement 175 96 ] 61 23.0 (16.3) 20.5 19.0-36.5)
21 Walking disabiliey 65 41 0 55 17.6 (15.8) 14.0 (5.0-25.0)
22 Using a cane or wheelchair 26 15 1 54 213 (17.4) 17.0 (7.0=-3010)
23 Sudden artack of muscle weakness 253 118 0 56 219 (16.1) 19.5 (7.3-35.0)
24 Weakness 318 170 ] 57 20.7 (16.6) 17.0 (60-35.0)

" Number of patients with symptoms;
*the number of patients of which the onset time was available,
Cl, confidence intervaly IQR, interquartile range; 5D, sandard deviation.
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Table 8 Age-standardized risk ratios (RRs) in all age groups

Vaccinated Unvacdnated Unadjusted Age-standardized
Event Event Event Event 25 (1 #5% Cl
MNo. Symptom [+]) —) (+) (=) RE Lower  Upper RR Lower Upper
1 Menstrual abnormality 3603 17,001 2309 B6Y9%6 el 065 0.71 .63 (.60 067
2 Menorrhagia 1142 19,427 560 3434 089 0.81 (.98 0.78 (.69 088
3 Arthralgia 1163 19,411 720 8276 0.71 0es 0.77 .63 0.57 0.71
4 Severe headache 1529 19,083 9215 BO97 072 .y 078 .64 (.58 070
5 Lassitude 1831 18,775 1037 7954 077 0.72 .83 .65 (.59 0.71
f Exhaustion 1867 18,734 991 8028 082 0.77 (.89 0.71 (.65 078
7 Impaired consciousness 1159 19,425 723 8294 0.70 064 0.77 .65 (.58 0.72
8 Abnormal visual field 324 20,256 172 BE45 0E3 069 0.99 (.65 0.52 082
9 Severe photophobia 720 19,881 358 8662 0E9 0.78 1.00 .67 0.57 0.78
10 Reduced visual acuity 919 19,670 794 8221 0.51 046 .56 0.51 0.45 0.57
11 Dizziness 1836 18,759 1089 7927 0.74 0.6a9 079 0.67 .61 073
12 Cold sensartion in the legs 1775 18,807 1144 7873 068 063 0.73 0.57 0.52 062
13 Sleep disorder 1226 19,372 HhY92 8320 078 0.71 .85 0.59 0.52 065
14 Hypersomnolence 1936 18,632 1058 7955 0.E0 0.75 (.86 0.70 .64 0.76
15 Skin roughness 1497 19,100 1062 7950 062 057 .66 0.58 0.52 063
16 Hyperpnea 536 20,075 335 8694 0.70 06l (.80 0.54 (.46 .64
17 Memory impairment 559 20,054 217 HB05 113 097 1.32 0.81 .67 097
18 Dyscaleulia 187 20,442 749 8940 093 0.71 1.21 .59 0.43 082
19 Diyslexia 386 20,224 181 2846 023 0.78 1.11 (.63 0.51 0.79
20 Involuntary movement 175 20,436 58 8964 1.32 098 1.78 0.20 .63 129
21 Walking disability a5 20,540 22 2990 129 0.80 2.09 0.74 (.41 1.31
22 Using a cane or wheelchair 26 20,581 16 8994 0.71 0.38 1.32 (.40 0.19 082
23 Sudden attack of muscle 253 20,340 100 2909 1.11 088 1.39 0.78 .58 1.03
weakness
24 Weakness 318 20,224 124 HEn2 112 0.91 1.38 0.94 0.72 122

I, confidence interval.
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Figure 1 Age-stratfied event rates in all age groups: Memory

Impairment.
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Figure 2 Age-stratihed event rates in the vaccinated cases:
Memory impairment.
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Figure 3 Age-stranfied event rates in the unvaccinated con-
trols: Memory impairment.
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Figure 4 Study period-stratfied evenr rates in the vaccinated
cases: Memory impairment.



