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THE "DANISH SIGNAL": QUESTIONS AND CONCERNS serov FT=
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» The signal consisted mainly of medically unexplained physical symptoms in
vaccinated girls

» No evidence from analytical studies

- No studies have demonstrated and increased risk among vaccinated girls
compared with unvaccinated

« Difficult to analyse in epidemiological studies
- CFS/ME and POTS are ill-defined conditions

» Reporting has been stimulated by media attention, social media and "infostorms”
- Data from passive adverse events surveillance are biased
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HILLS CRITERIA (1965) i

1. Strength: A small association does not mean that there is not a causal effect, though the larger the

association, the more likely that it is causal.

2. Consistency: Consistent findings observed by different persons in different places with different

samples strengthens the likelihood of an effect.

3. Specificity: Causation is likely if there is a very specific population at a specific site and disease with
no other likely explanation. The more specific an association between a factor and an effect is, the

bigger the probability of a causal relationship.

4. Temporality: The effect has to occur after the cause (and if there is an expected delay between the

cause and expected effect, then the effect must occur after that delay).
5. Biological gradient: Greater exposure should generally lead to greater incidence of the effect.
6. Plausibility: A plausible mechanism between cause and effect is helpful.

7. Coherence: Coherence between epidemiological and laboratory findings increases the likelihood of
an effect. However, Hill noted that "... lack of such [laboratory] evidence cannot nullify the

epidemiological effect on associations".
8. Experiment: "Occasionally it is possible to appeal to experimental evidence".ll

9. Analogy: The effect of similar factors may be considered.



https://en.wikipedia.org/wiki/Bradford_Hill_criteria#cite_note-bh65-1
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Strength: A small association does not mean that there is not a causal effect, though the larger the association, the more likely

that it is causal.

Consistency: Consistent findings observed by different persons in different places with different samples strengthens the

likelihood of an effect.

Specificity: Causation is likely if there is a very specific population at a specific site and disease with no other likely explanation.

The more specific an association between a factor and an effect is, the bigger the probability of a causal relationship.

Temporality: The effect has to occur after the cause (and
If there is an expected delay between the cause and
expected effect, then the effect must occur after that
delay).

Biological gradient: Greater exposure should generally lead to greater incidence of the effect.
Plausibility: A plausible mechanism between cause and effect is helpful.

Coherence: Coherence between epidemiological and laboratory findings increases the likelihood of an effect. However, Hill

noted that "... lack of such [laboratory] evidence cannot nullify the epidemiological effect on associations".
Experiment: "Occasionally it is possible to appeal to experimental evidence" .l

Analogy: The effect of similar factors may be considered.
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CARE-SEEKING BEFORE FIRST VACCINE

» The aim:

- To determine health care-seeking prior to the first HPV vaccination
among females who suspected and reported adverse reactions to
HPV vaccine.

» Case-control study
» Cases: 361 females with severe adverse reactions reported to DMA
» Controls: 163.910 matched on municipality, age, year of first HPV vaccine
- Females
- Vaccinated
- No reports of adverse reactions
» Care seeking data obtained from:
- National Health Insurance Service Register (primary health care)
- National Patients Registry (hospital contacts)
» Only one exposure in each category
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Table 1. Primary health care contacts (assessed by reimbursement codes) two year before the
first HPV vaccination in 316 females who reported suspected adverse events to the vaccine
and 163,910 matched controls.

Type of contact befere first vaccination Casos Contrals Crelids ratio §5% Cl
Number Percent Humber Percent

Congultation at the olfice 310 88,1 157853 9.3 1.74 0.77=3.92
Consultation by phane oF ¢-rmail 299 = 142852 872 2.8 1.44-3 92
Laboratory analysis reguest 240 7B.8 110082 672 1.73 1.29-2.32
Physiotherapy or relaled Be 30.4 2058 12.5 2.56 1.99-3.31
Psychalogist, psy<chializlelcelara a8 12.3 875 LA 2.18 1.54-3.11
Duzntist 134 42.4 G550 a2 094 0.65=1.25
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Malbak K, Hansen ND, Valentiner-Branth P (2016) Pre-Vaccination Care-Seeking in Females Reporting Severe Adverse Reactions
to HPV Vaccine. A Registry Based Case-Control Study. PLoS ONE 11(9): e0162520. doi:10.1371/journal.pone.0162520

http://journals.plos.org/plosone/article?id=info:doi/10.1371/journal.pone.0162520
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Table 2. Hospital contacts two year before the first HPV vaccination in 316 females who
reported suspected adverse events to the vaccine and 163,910 matched controls.

Type of conlact befare first vaceination (ICD10 code and interpratation) Cases Contrals Odds 85% Cl
ratio
Humber Percent Numbaer Percent
Z01.6, radiclogical axamination, not elsewhare classifiad =] 21.5 18350 nz 1.0 1.45-
253
£03.9, ocbservaion for suspecied disease or condBion, unsp, 26 8.2 5660 35 218 1,453«
er
Z30-239, persons encountering health services relaled o reproduction ar 1.7 813 57 135 082-
1.96
Z00-289, factors influencing haalth status and conlact with healih sarvices, nod included -] 253 21835 133 1.82 1.40-
Fo 2.38
ADD-BS9, cartaininbectons and parastic disoases B 1.6 2400 15 1.07 0.44-
262
CO0-089, nooplasms, diseass of the bleod and bleod lerming argans and corlan ] 1.9 239 1.4 093 0.41=
disondars imvehing Immune mechanisms 212
E00-ES0, endocring, nutritional and metabolic diseases a 29 3358 21 118 060
2,30
Fo0-F4, mental and behavicural disordars 15 4.8 6450 ] 120 071-
2.03
G00-G39, the nervous system a 29 2581 1.6 155 078
3.03
HO0-H59, thi dye and adnaxa T 2.2 1806 11 1.79 0.84-
381
HED-HAS, thi ear and masiod procass 3 1.0 1483 o9 1.01 0.32-
3,19
130=155, the circulatory system 3 1.0 1054 0.7 092 0.26-
242
J00-J09, the respimbony syskam 14 44 3058 24 1.81 1.05-
3.0
Ko0-Ka3, the digestive sysiem 23 T3 H20 33 2.08 1.35-
3.20
LO0-L939, the skin and subculanacus tissua 8 1.9 2555 16 1.14 0.50-
257
MOO-MS9, tha musculiskokial sysiom and conrctiv B0 a8 12.0 8516 B2 228 1.62-
3.23
HO0-N99, tha ganitourinary sysbem 15 48 5475 36 093 0,55
1,59
Q00-000, pregnancy, chidbirthand the pusrpariem 41 130 103F 6.7 1.37 0.95=
1.98
P00-Pa6, conditions originatingin the perinatal pariod o - 53 =0.1 -
C00-089, congenital mallarmations, deformatons and chromosomal abnomalties 5 18 2310 14 110 045
2.66
AO0-R39, symploms, signs and abnarmal clinical and laboratory indings, nol elsowhend 44 138 8709 B8 233 1.68-
classifed 3.22
S00-T14, injuries 102 323 35603 218 1.81 1.42-
2.30
T14-T94, etharinjuries, poisaning and cerainather consequences of exlemal causas not | 11 a5 a2 24 136 0.74-
inclhedadin S00-T14 248
X00-X90, vanious extemal causes of accidental injury 1 03 93 R 677 | 083
45
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to HPV Vaccine. A Registry Based Case-Control Study. PLoS ONE 11(9): e0162520. doi:10.1371/journal.pone.0162520
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Table 3. Final multivariable model showing health care-seeking in the two years prior to
vaccination in 316 Danish females who reported suspected adverse events to HPV vaccination
compared with 163,910 matched controls.

Type of contact before first HPV vaccination Multivariable odds ratio for 95% ClI
care-seeking
Consultation at primary health care provider by phone or e-mail 1.91 1.15-
3.16
Reimbursement of physiotharapy, chiropractoror related 2.13 1.64~
treatment 2.76
Reimbursement of psychologist, psychiatrist or related treatment 1.87 1.31-
2.66
Hospital contact, ICD-10 code KOO-K93, the digestive system 1.57 1.01-
2.45
Hospital contact, ICD-10 code M00-M39, the musculoskeletal 1.56 1.09-
system and connective tissue 2.23
Hospital contact, ICD-10 code R00-R99, symploms, signs and 1.77 1.27-
abnormal clinical and laboratory findings, not elsewhere classified 2.48
Hospital contact, ICD-10 code S00-T14, injuries 1.51 1.18-
1.93
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CONCLUSION - serum FEE

» Females with reports of suspected adverse reactions from HPV
vaccination already before their first vaccination had a health care-
seeking pattern different from a matched population who did not report
adverse events

» The “effect” did not occur before the “cause”
- Less likely that the symptoms represent a true adverse events

 Other possibilities
- Girls that are active in sport (and have injuries)
- Girls that are otherwise vulnerable




Reporting of adverse events: Stimulated by the programme “The
Vaccinated Girls” broadcasted 26 March 2015, by TV2

Features interviews with families and vaccinated girls with medically
unexplained symptoms .
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THREE MAJOR QUESTIONS o [

 Is there a cause for concern as regards the safety of HPV vaccines ?

- Are there any safety issues not discovered in reviews of pre- and post-
licensure data ?

» How can we explain the reported suspected adverse events ?
- What is wrong with these girls ?

» The way forward
- HPV vaccination policies ?
- Communication strategies ?
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WHY ARE THE GIRLS ILL ? o [

» Attribution

- Temporal association between vaccination and symptoms

- The tendency to link disease to exposure is deeply anchored in human nature
» latrogenicity

- Artefact of medical specialization and poor research methodology

- “Blame-X syndrome”

» Makes doctors and patients believe that they know the cause, which reduces
anxiety for the unknown

- Avoids discussions of more fundamental issues
» The vaccine is a trigger for a Body Distress Syndrome

- BDS is a condition of autonomic arousal, gastrointestinal arousal, musculoskeletal
tensions, and general symptoms

- Often triggered by injuries and trauma, e.g. whiplash lesion

» Adverse events




