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Background: Suspected adverse events (AE) after
human papillomavirus (HPV) vaccines include postural
orthostatic tachycardia syndrome (POTS), chronic
fatigue syndrome (CFS), complex regional pain syn-
drome (CRPS) and symptoms including headache and
orthostatic intolerance. Aim: We aimed to identify phe-
notypes of AEs after HPV vaccination, defined as pat-
terns of AE terms (signs, symptoms, diagnoses), and
to evaluate if identified phenotypes reflected previ-
ously suspected symptomatology or heightened pub-
lic concerns over HPV vaccine safety since 1 January
2015. Methods: We conducted a retrospective obser-
vational study using latent class cluster analysis of all
serious AE reports (n = 963) reported by females resid-
ing in Denmark between September 2009 and August
2017. Resulting clusters were characterised accord-
ing to AE terms associated with POTS, CFS and CRPS
before (September 2009-December 2014) and dur-
ing (January 2015-August 2017) a time of heightened
media activity regarding HPV vaccines. Results: Four
clusters of AE reports were distinguished. The most
common symptoms were fatigue, dizziness and head-
ache but their frequency varied among clusters. The
majority of reports in one cluster were submitted dur-
ing a period of heightened media activity, including an
anomalous spike in submissions in December 2015; a
high proportion of these reports included the symp-
toms cognitive disorder (78%), abdominal pain (77%),
dysuria (60%) and sleep disorder (60%). Conclusions:
Non-specific symptoms including headache, fatigue
and dizziness feature prominently in serious AE
reports from females in Denmark. Our analysis identi-
fied a cluster of reports, likely media stimulated, with
a focus on symptoms of CFS and POTS.
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Introduction

In 2006, Gardasil — a quadrivalent human papilloma-
virus (HPV) vaccine targeting HPV types 6, 11, 16 and
18, was first licenced in the European Union. A bivalent
vaccine (Cervarix) targeting HPV types 16 and 18 was
subsequently licenced in 2007 and a nonavalent vac-
cine (Gardasil-9) in 2015. In Denmark, there has been a
catch-up programme for HPV vaccination for girls aged
13—15 years since 1 October 2008. From 1 January 2009,
HPV vaccination was included as part of the national
childhood vaccination programme for girls aged 12
years. HPV catch-up programmes ran from 27 August
2012 to 31 December 2013 for women born 1985-92
and from 1 January 2014 to 31 December 2015 for those
born 1993-97 [1,2]. Gardasil was used in programmes
until February 2016 when Cervarix was phased in and
until November 2017, when Gardasil-9 was introduced
replacing Cervarix [3,4].

The World Health Organization (WHO) has recom-
mended implementation of HPV vaccination pro-
grammes worldwide [5], however, public concern
regarding adverse reactions to the vaccines have
threatened their successful introduction in some coun-
tries. For example, the Ministry of Health, Labour and
Welfare in Japan has withdrawn its recommendation for
vaccination due to fears of adverse events (AE) [6]. The
uptake of the HPV vaccine in Denmark fell sharply fol-
lowing the broadcasting of a documentary about HPV
vaccine AEs, ‘De vaccinerede piger’ (The vaccinated
girls) in March 2015. HPV vaccine uptake remained low
until September 2016, by which time only 41% of girls
born in 2003 (due to receive first dose of the vaccine at
12 years) had received the vaccine [7].

In 2013, a case series reported six patients with onset
of postural orthostatic tachycardia syndrome (POTS) 6



TABLE 1

Characteristics of reports of serious adverse events in females following human papillomavirus vaccination, stratified by age
at vaccination, Denmark, 12 September 2009-17 July 2017 (n = 963)

Characteristics

12 September 2009-31 December 2014 1 January 2015-17 July 2017

Number of serious AE reports

All reports 963 305 658
11-17years 525 130 395
> 18 years 403 165 238
Unknown age 35 10 25

Median age at vaccination in years (IQR)

All reports 15.1 (12.5-24.4) 21.1 (12.8-26.4) 14.5 (12.4-23.2)
11-17years 12.6 (12.1-14.1) 12.6 (12.2-14.0) 12.6 (12.1-14.1)
> 18years 25.4 (22.2-31.5) 25.9 (22.5-31.5) 24.9 (22.0-31.6)

Median age at report submission in years (IQR)

22.8 (16.3-27.9) 21.4 (17.6-26.7)
15.5 (13.8-17.9)

27.2 (24.2-32.3)

21.8 (17.1-27.1)
17.7 (15.4-20.2)
27.9 (25.3-33.5)
Median time from vaccination to AE term onset in days (IQR)

All reports

11-17years (at vaccination) 18.4 (16.1-20.8)

> 18years (at vaccination) 28.3 (26.1-34.8)

All reports 191 (36-508) 85 (12-297) 223 (58-615)
11-17years 263 (56-714) 203 (44-479) 292 (67-812)
= 18years 135 (22-333) 63 (5-212) 183 (55-420)

Median time from AE term onset to report submission in days (IQR)

All reports 785 (321-1,471) 306 (113-728) 973 (601-1,774)
11-17years 1,131 (472-1,873) 674 (201-1,530) 1,265 (630-2,043)
= 18years 601 (207-951) 216 (73-436) 844 (579-1,140)

Median time from vaccination to report submission in days (IQR)

All reports 1,231 (713-2,162) 477 (207-1,142) 1,562 (1,018-2,364)
11-17years 1,798 (1,052-2,379) 1,059 (350-1,670) 2,162 (1,336-2,473)
= 18years 897 (399-1,212) 352 (174-594) 1,082 (899-1,399)
Median number of AE terms per report (IQR)

All reports 13 (6-22) 9 (4-23) 14 (7-22)
11-17years 12 (5-22) 10 (3-23) 13 (6-21)

> 18years 14 (6-23) 9 (4-23) 15 (9-24)

AE: adverse event; IQR: interquartile range.

Ages used to stratify are the ages at the time of vaccination.

days—2 months following HPV vaccination [8]. In 2015,
a case series from a Danish syncope clinic described
patients investigated for suspected autonomic dys-
function after HPV vaccination [9]; symptoms of head-
ache, orthostatic intolerance, fatigue or nausea were
reported frequently but not all patients met a diagno-
sis of POTS. An additional case series from the Danish
syncope clinic, described 35 patients diagnosed with
chronic fatigue syndrome (CFS) after HPV vaccination
[10]. Co-diagnosis of POTS in patients with CFS (range
13-27%) is recognised [11,12] and is likely due to chronic
fatigue being a common presenting feature of POTS. In
Japan, a case series of 40 female patients aged 11-17
years old described symptoms including headaches,
general fatigue and limb pain after HPV vaccination —
chronic regional pain syndrome (CRPS) was diagnosed
in 18 patients and POTS in four patients including three
with both diagnoses [13]. However, these studies have
not been supported by more comprehensive studies,

such as a nationwide cohort study from Norway, which
found no association between HPV vaccination and
increased risk of CFS, and a study from the United
Kingdom (UK) utilising AE reports, which also found no
association [14,15]. A study of AE reports in the Vaccine
Adverse Event Reporting System (VAERS) found approx-
imately one case of POTS per 6.5 million HPV vaccine
doses distributed in the United States (US) [16].

In September 2013, the Danish authorities raised the
POTS signal to the European Medicines Agency (EMA).
In November 2015, the EMA concluded in its report
that the current evidence did not support a causal link
between HPV vaccination and POTS, CRPS or CFS [17].
The EMA also noted that most of the reports of POTS
came from the same Danish syncope clinic [9,10]. The
documentary ‘De vaccinerede piger’ in March 2015, the
EMA report in November 2015 and attendant media
coverage of both stimulated public concern and may

www.eurosurveillance.org



FIGURE 1

Submission dates of reports of serious adverse events to human papillomavirus vaccination in females, Denmark, January

2013-July 2017 (n = 919)
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The height of each bar corresponds to the number of reports, the width of each bar equals 1 week and the colours represent the reports’
cluster. Reports before 1 January 2013 are excluded from the graph as there were only 44 observations.

have influenced AE reports. A study by Chandler et al.
using HPV vaccine AE reports excluded those submit-
ted after 1 January 2015 to reduce the effect of media
stimulated reporting and found that the AE terms head-
ache, dizziness and fatigue or syncope tended to clus-
ter together [18].

In Denmark, patients and third parties including health-
care professionals and the Patient Compensation
Association can report AEs following drug use or vac-
cination to the Danish Medicines Agency (DMA) via an
online form [19]. The DMA keeps a nationwide database
of these reports. Each entry in this database includes
information on: (i) the suspected vaccine, (ii) the expe-
rienced symptoms, signs and diagnoses coded into
AE terms using the Medical Dictionary for Regulatory
Activities (MedDRA) at the ‘Preferred Term’ level, (iii)
self-reported date of exposure, (iv) self-reported date

www.eurosurveillance.org

of onset for each AE term, (v) date of report submis-
sion, (vi) the reporter qualification (including physician,
nurse, lawyer and consumer or other non-healthcare
professional) and, (vii) the identity of the patient using
a unique identification number used in all other Danish
nationwide registers. The DMA classifies AE reports as
serious based on fulfilling one of the following crite-
ria: fatal, life-threatening, hospitalisation, disability/
incapacity from employment or education, congeni-
tal abnormality, or other medically significant events
including cases of suspected POTS or two or more
syncopal episodes due to their relevance to a putative
safety signal.

This study used reports of serious AE following HPV
vaccination submitted to the DMA from females aged
5 years and older residing in Denmark. The aim of this
study was to identify and describe adverse reaction



TABLE 2

Ten most common adverse event (AE) terms within clusters of reports of serious AE following human papillomavirus
vaccination in females, Denmark, 12 September 2009-17 July 2017 (n = 963)

Cluster 1 (120 reports)

Cluster 2 (130 reports)

Cluster 3 (329 reports) Cluster 4 (384 reports)

AE term n AE term n % AE term n AE term n
1 Fatigue 114 95 Fatigue 120 | 92 Fatigue 294 | 89 Headache 142 | 37
2 Dizziness 113 94 Dizziness 118 | 91 Dizziness 248 | 75 Fatigue 126 | 33
3 Headache 107 89 Headache 111 | 85 Headache 242 | 74 Dizziness 104 | 27
4 Nausea 101 84 ((ch;;ggrl(tjlzre 102 | 78 Nausea 186 | 57 Syncope 71 18
. Abdominal .
5 Arthralgia 100 83 pain 100 | 77 Arthralgia 149 | 45 Nausea 53 14
Disturbance Disturbance in .
6 in attention 99 83 Nausea 98 | 75 attention 143 | 43 Arthralgia 47 12
Memory Muscular . . Disturbance in
7 impairment 88 73 weakness 94 | 72 Abdominal pain u8 |36 attention 35 9
Sensory
8 Muscular 80 67 Palpitations | 92 | 71 Syncope 110 | 33 | disturbance (tied | 34 9
weakness i
with 9)
Myalgia 6 Dysuria (tied 8 | 60 | Muscular weakness | 101 1 Abdominal pain
9 yals 75 3 with 10) 7 3 (tied with 8) 34 19
Sleep . .
. . . Myalgia/memory Paraesthesia/
10 Palpitations 73 61 dlst\)Nriciﬁrg()tled 78 | 60 impairments 100 | 30 pain/migraine® 26 7

AE: adverse event.

2 There was a tie between the listed adverse event terms.

phenotypes, defined as patterns of AE terms reported
to the DMA in serious AE reports following HPV vac-
cination using latent class cluster analysis. We aimed
to evaluate if the previously characterised symptoma-
tology figured prominently in the identified clusters
and whether the identified clusters related to height-
ened public concerns over HPV vaccine safety since 1
January 2015.

Methods

A retrospective observational study of adverse
event reports

In August 2017, Statens Serum Institut obtained a data-
set comprising all serious AE reports after HPV vacci-
nation submitted to the DMA between 12 September
2009 and 17 July 2017 (the first and last reported AE,
respectively). A total of 979 unique serious AE reports
following HPV vaccination were reported by 976 indi-
viduals. The collection of all AE terms reported for one
individual relating to one vaccination event constituted
one report (see Supplement S1). AE terms consisted
primarily of symptoms rather than specific diagnoses.
The dataset did not include the reason for each AE
report’s classification as serious, but previous studies
on the safety profile of HPV vaccines in Denmark found
that 17% of reports were from patients whose normal
daily activities were impaired following HPV vaccina-
tion [20,21].

These reports comprised 28,465 AEs (1,164 unique AE
terms). We removed duplicates where multiple persons
with different reporter qualifications (e.g. physician
and lawyer) reported the same patient and AE terms.
We also removed reports from individuals younger
than 5 years of age (who were children of women vacci-
nated in pregnancy) and reports from males. The final
resulting dataset consisted of 963 reports from 960
females reporting 15,949 AEs (1,144 unique AE terms).
The reports included 864 AE reports for Gardasil, two
AE reports for Cervarix and 97 AE reports where the
type of HPV vaccine was unspecified.

Of 963 reports, the date of vaccination was incomplete
in 65 (7%), 24 only contained month and year, 17 only
contained year and 24 had completely missing dates.
Danish civil registration numbers i.e. unique personal
identification numbers for Danish residents, were used
in individual AE reports and are also used in all Danish
administrative databases [22]. It was possible there-
fore, to link the submitted AE reports via this identi-
fication number with the Danish Vaccination Registry
[23] to obtain a more accurate date of HPV vaccination
recorded at the time of vaccination that is not limited
by recall error.

Of 15,949 reported AEs, the date of AE onset was incom-
plete for 11,968 AE terms (75%), 3,144 contained year
and month of onset, 2,948 only contained the year and
5,876 had no date at all. We used the date information
to estimate time since HPV vaccination to AE term onset

www.eurosurveillance.org



TABLE 3

Features of POTS, CFS and CRPS in clusters formed from serious adverse event reports following human papillomavirus
vaccination in females, Denmark, 12 September 2009-17 July 2017 (n = 963)

Cluster1

Features

n (IQR)

(120 reports)

%

Cluster 2 Cluster 3 Cluster 4

(130 reports)

n (IQR)

(384 reports)
n (IQR) %

(329 reports)
n (IQR) %

AE terms per report, median 42 (37-53) NA 20 (17-25) NA 16 (12-21) NA 5(3-7) NA
Reports containing POTS 36 30 34 26 55 17 15

Reports containing CRPS 1 1 o] o] 4 1 1

Reports containing CFS 5 4 ¢} ¢} 4 1 2 1
POTS-associated terms per report, median 1(1-2) NA 1(1-2) NA 1(0-1) NA o (0-1) NA
CRPS-associated terms per report, median 2 (1-3) NA 1(1-2) NA 1(0-1) NA o (0-0) NA
CFS-associated terms per report, median 2 (1-2) NA 2 (1-3) NA 1(1-2) NA o (0-1) NA
dissiness and either syncope or fatigue 98 82 99 76 | 81 | s | 39 |0

AE: adverse event; CFS: chronic fatigue syndrome; CRPS: chronic regional pain syndrome; IQR: interquartile range; NA: not applicable; POTS:

postural orthostatic tachycardia syndrome.

and to AE report submission date. We performed date
imputation, as performing calculations with only com-
plete AE term onset dates would underestimate time
from vaccination to AE term onset and/or time from
AE term onset to report submission (Supplement S1).
Completely missing AE term onset dates were excluded
from date calculations, but these reports were still
used for cluster analysis as date information was not
required.

Cluster analysis

We used latent class cluster analysis to estimate clus-
ters (‘latent classes’) of AE reports. Latent class cluster
analysis differs from classical clustering methods by
being a model-based approach, with the assumption
that the observed data has been generated by a mix-
ture of probability distributions [24]. For a pre-spec-
ified number of clusters our model assumes that the
reports are independent, that each report is assigned
to a cluster with some probability and that the AE
terms are Bernoulli distributed and are conditionally
independent within the clusters. The model parame-
ters estimated are the probability of a report belonging
to a certain cluster and the conditional probabilities of
each AE term given the cluster using maximum likeli-
hood methods (applying the expectation maximization
algorithm combined with the Newton-Raphson method

[25]).

A requirement of the model is that the number of
clusters and AE terms included in the model must
be balanced against the number of reports in the
dataset; using m clusters and k AE terms requires at
least m*k+m-1 reports. In our dataset, many AE terms
were only present in a few reports, with 857 (75%) of
unique AE terms being present in five or fewer reports.

www.eurosurveillance.org

We selected the optimal number of clusters based on
the Bayesian information criteria (BIC) [26], and used
200 iterations (each with a random initial value for the
expectation maximization algorithm) for each combi-
nation of clusters and AE terms to reduce the risk of
choosing a local solution to the log-likelihood. We ini-
tially performed an analysis with the 48 most frequent
symptoms in our dataset, fitting from 1 to 20 clus-
ters. After finding the optimal number of clusters for
the 48 most frequent AE terms, we steadily increased
the amount of AE terms included in the analysis. The
purpose of this was to use as much of the dataset as
possible and to evaluate the stability of the cluster
analysis if we omitted less frequent AE terms. The final
model included four clusters and 192 AE terms.

All cluster analyses were conducted in the program-
ming language R (R Foundation for Statistical comput-
ing, Vienna, Austria) using the poLCA package for the
cluster analysis [27,28].

Cluster characterisation

To evaluate the similarity of the resulting clusters with
POTS, CRPS and CFS, we selected associated terms
from current diagnostic guidelines specific to each
syndrome (respectively, the ‘consensus statement’ on
POTS [29], the ‘Budapest’ criteria for CRPS [30] and
the Institute of Medicine (IOM) CFS diagnostic criteria
[31]). IOM has proposed the use of the term ‘systemic
exertional intolerance syndrome’ to replace CFS, but as
our data was coded using the term ‘chronic fatigue syn-
drome’ we used this terminology.

The selected POTS terms were ‘postural orthostatic
tachycardia syndrome’, ‘orthostatic intolerance’, ‘tach-
ycardia’, ‘palpitations’ and ‘syncope’. The selected
CRPS terms were ‘complex regional pain syndrome’,
‘hyperaesthesia’, ‘allodynia’, ‘arthralgia’, ‘muscular



TABLE 4

Temporal features of clusters of reports of serious adverse events following human papillomavirus vaccination in females,
Denmark, 12 September 2009-17 July 2017 (n = 963)

Temporal features

Cluster 1

(120 reports)
n (IQR)

%

Cluster 2

(130 reports)

n (IQR)

Cluster 3

(329 reports)

n (IQR)

Cluster 4

(384 reports)

n (IQR)

Reports 12 September 2009-31 December 2014 53 44 6 5 82 25 164 43

Reports 1 January 2015-17 July 2017 67 56 124 95 247 75 220 57
. R 19.8 16.3 15.3 14.2

Median age at vaccination (years) (12.8-26.0) NA (12.6-23.7) NA (12.5-24.1) NA (12.4-23.9) NA
. - 24.1 23.5 21.9 20.2

Median age at report submission (years) (18.5-28.8) NA (18.7-28.0) NA (17.7-27.2) NA (16.3-26.6) NA

misgn time from vaccination to AE onset, 187 (27-444) | NA 172 (27-417) NA | 203 (43-610) | NA | 194 (48-432) | NA

Median time from AE term onset to report 713 NA 1,032 NA 856 NA 670 NA

submission (days) (264-1,516) (616-1,959) (390-1,463) (191-1,296)

Median time from vaccination to report 1,063 NA 1,553 NA 1,322 NA 1,022 NA

submission (days) (627-2,079) (1,156-2,473) (873-2,238) (380-1,798)

AE: adverse events; IQR: interquartile range; NA: not applicable.

weakness’ and ‘hyperhidrosis’. The selected CFS terms
were ‘chronic fatigue syndrome’, ‘fatigue’, ‘malaise’,
‘sleep disorder’ and ‘impaired work ability’. The fre-
quency of these terms was compared with the total
number of AE terms per report to identify clusters
which represented phenotypes similar to those syn-
dromes, independent of diagnosis. We also com-
pared the frequency of the combination of the terms
headache, dizziness and either fatigue or syncope
(previously suggested to be representative of an auto-
nomic dysfunction syndrome [18]) in reports to inves-
tigate whether this phenotype was represented in our
clusters.

Results

Ages of females reporting serious AEs after
HPYV vaccination

The median age at HPV vaccination of female patients
reporting serious AEs to the DMA was 15.1 years (Table
1). The age at vaccination was bimodally distributed,
with a large peak at 12 years reflecting those vac-
cinated in the childhood programme and a smaller
peak at 21 years reflecting those vaccinated as part
of the catch-up programmes and by private purchase.
The median age at report submission was 21.8 years,
which is 6.7 years after the median age at vaccination.
However, this apparent large time lag is to some extent
caused by the bimodal distribution of both features.
Comparing the period before 1 January 2015 against
the period after, we observed a decrease in median
age at vaccination from 21.1 to 14.5 years, reflecting
the increasing number of adolescent girls vaccinated
through the national childhood programme, compared
with fewer adult women being vaccinated through the
catch-up programme, which ended in 2015.

Temporal features of reports

Median time from vaccination to AE term onset was 191
days and median time from vaccination to report sub-
mission was 1,231 days. For reports submitted from 12
September 2009 to 31 December 2014 the median time
from vaccination to AE term onset increased from 85
days to 223 days. In total, 305 reports were submitted
of which, 139 were between July and December 2013.
For reports submitted after 1 January 2015, the median
time from vaccination to report submission increased
from 477 days to 1,562 days (Table 1). The total number
of reports filed was 658, with an anomalous spike com-
prising 64 reports during a single week in December
2015 (Figure 1).

Cluster analysis results and characterisation

The cluster analysis identified four clusters of AE
reports. All clusters had fatigue, dizziness and head-
ache as the most common AE terms, while three clus-
ters (1, 2, 3) had these terms in the majority (> 50%) of
reports (Table 2).

Cluster 1 had 120 reports, with high proportions of
fatigue (95%), dizziness (94%) and headache (89%)
(Table 2). It had a median of 42 AE terms per report,
which was the greatest of the four clusters and also
had the greatest proportion of reports containing the
AE terms ‘POTS’ (30%), and ‘CFS’ (4%) and ‘CRPS’ (1%)
(Table 3). Reports contained a median of one POTS-
associated AE term, two CRPS-associated AE terms and
two CFS-associated AE terms (Table 3). Of 120 reports,
the combination of headache, dizziness and syncope
or fatigue featured in 82% of reports. Cluster 1 also
had the oldest median age at vaccination (19.8 years;
IQR: 12.8—26.0) (Table 4).

www.eurosurveillance.org



FIGURE 2

Number of AE terms associated with POTS, CRPS and CFS relative to total number of AE terms in reports of serious AE

following HPV vaccination in females, Denmark, 12 September 2009-17 July 2017 (n = 963)
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Cluster 2 had 130 reports, also with high proportions
of fatigue (92%), dizziness (91%) and headache (85%),
but differed from the other clusters by high proportions
of cognitive disorder (78%), abdominal pain (77%), dys-
uria (60%) and sleep disorder (60%) (Table 2). It also
had a high proportion of AE reports containing POTS
(26%) (Table 3). Although cluster 2 had no reports with
the AE term ‘CFS’, it had a median of two other AE terms
considered CFS-associated, which was high relative to
the other clusters. Of 130 reports, the combination of
headache, dizziness and syncope or fatigue featured in
76% of reports. This cluster had the shortest median
period from vaccination to AE term onset at 172 days,
but the longest median period from AE term onset to
report submission at 1,032 days (Table 4). The majority
of reports in this cluster (95%) were submitted after 1
January 2015.

Cluster 3 had 329 reports, with a high proportion of
reports with fatigue (89%), dizziness (75%), headache
(74%) and nausea (57%), but other terms were reported
relatively inconsistently with less than 50% each (Table
2). It had a median number of 16 AE terms per report
and the combination of headache, dizziness and syn-
cope or fatigue featured in 55% of reports (Table 3).
Although there were 55 reports with POTS, four with
CRPS and four with CFS (one report featured both POTS
and CFS), these only accounted for 19% of reports.

Cluster 4 had 384 reports, with headache (37%),
fatigue (33%) and dizziness (27%) as the most com-
mon AE terms although these proportions were low
compared to other clusters (Table 2). Sensory distur-
bance and paraesthesia ranked higher in this cluster
compared with other clusters, but were still relatively
rare at 9% and 7%, respectively. It had a median of five
AE terms per report, and only 5% of reports contained
POTS, CRPS or CFS, while 10% had the combination
headache, dizziness and syncope or fatigue (Table 3).

The submission dates of AE reports for clusters 1, 3
and 4 tended to follow a similar temporal pattern, but
reporting of AE in cluster 2 was more prominent after
1 January 2015 and was primarily responsible for the
anomalous spike in December 2015 with 45 reports
(35% of all cluster 2 reports) (Figure 1). Comparing
the number of AE terms per report to number of POTS,
CFS and CRPS associated terms did not distinguish
any close relationship between clusters and selected
terms. They visually demonstrated that one of the main
features separating the four clusters was the number of
AE terms per report, except a close overlap of cluster 2
and 3 (Figure 2).

Discussion

In our study, fatigue, headache and dizziness were the
most common AE terms identified in all four clusters
of AE reports, particularly in clusters 1-3; this combi-
nation was found in 417 (43%) serious AE reports in
our study. A study by Chandler et al. found a similar
combination of symptoms i.e. headache, dizziness and

fatigue or syncope [18] and a study monitoring quad-
rivalent HPV vaccines in the VAERS also found that
fatigue, headache and dizziness were among the most
common AE terms reported from females in the US [32].

Temporal analysis revealed a clear pattern in report
submission dates with peaks in 2013 and 2015; both
periods coincided with heightened media activity
regarding HPV vaccine safety in Denmark, which may
have increased reporting of AE. As well as the 2015
documentary about HPV vaccine AE, there were two
series of Danish newspaper articles with negative
views on HPV vaccination in 2013, which in a study by
Suppli et al. were correlated with the decline in HPV
vaccine uptake at that time [33]. We also found that
cluster 2 consisted mainly of reports submitted after 1
January 2015 and characterised a prominent temporal
anomaly, with a relatively large number of reports sub-
mitted during a single week in December 2015.

Changes in diagnostic criteria may also be a contribu-
tory explanation for the majority of reports in cluster 2
being submitted since 2015. In 2015, IOM revised the
diagnostic criteria for CFS, describing ‘cognitive impair-
ment’ and ‘sleep disorder’ as core symptoms, with
genitourinary and gastrointestinal symptoms (such as
dysuria and abdominal pain) as secondary symptoms
[31]. We note that in addition to fatigue, all these symp-
toms are common in cluster 2.

In order to identify phenotypes of AE reports without
explicit diagnoses, we used a selection of AE terms
closely associated with POTS, CRPS and CFS, based
on current diagnostic guidelines. We selected AE terms
specific to each syndrome, however, the inherent non-
specific nature of these syndromes weakens the dis-
criminatory ability of the selected AE terms for these
case definitions. For example, fatigue, while essential
to CFS, features in many illnesses which would require
exclusion before a diagnosis of CFS can be made.

Caution is warranted in the interpretation of sponta-
neous AE reports, especially following the introduc-
tion of a new vaccine into a population. From public
health surveys we know that a non-trivial proportion
of adolescent girls will experience symptoms shortly
after vaccination due to chance alone [34]. In addition,
the majority of reported symptoms e.g. headaches,
dizziness etc. are not uncommon in adolescents. In a
large health survey of Danish schoolchildren, 30% of
all girls aged 13 years experienced headaches, 20%
reported dizziness, 46% sleep disorder and 20% stom-
ach aches on a weekly basis [35]. The results from that
survey, suggest that the symptomatology of these girls
is similar to that found in our AE data following HPV
vaccination. Observational studies of HPV AE have not
substantiated any association with CFS, while studies
in Norway and Finland have documented an increase in
the occurrence of CFS which occurred independently of
HPV vaccination [14,15,36].
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This study had several limitations. First, we used data
from spontaneous reports specifically when determin-
ing the exact date of AE term onset, which was often
missing. This, together with the delay between vacci-
nation date to the date of AE report submission in the
majority of reports, prevents the identification of a rel-
evant latency period between vaccination and AE onset
and weakens any potential safety signal that might be
implied. However, the incomplete date information did
not impact the validity of the results as date informa-
tion was not used in the cluster analysis. AE report
narratives and medical records were not available
for review; therefore, we were unable to validate AE
reports independently.

Second, the cluster analysis method used restricted
the number of AE terms and clusters allowed. While our
results remained robust when excluding more AE terms
than dictated by the total number of reports available
for analysis, it is possible that we did not identify small
clusters characterised by rare AE terms.

Finally, we were unable to analyse by vaccine type, this
was due to the large number of reports with unspeci-
fied HPV vaccine type and the requirement of the clus-
tering method. However, the majority of vaccine types
reported were Gardasil and as the Danish vaccination
programme used Gardasil exclusively until February
2016, it can be assumed that the majority of unspeci-
fied vaccine types were Gardasil.

Conclusion

In our study, cluster analysis identified a group of
AE reports (cluster 2) likely resulting from stimulated
reporting due to increased focus on symptoms of CFS
and POTS in the clinical setting and in the media.
Headache, dizziness and fatigue were prominent fea-
tures of all four clusters identified from AE reports
following HPV vaccination of girls and young women.
These are mainly non-specific symptoms and are com-
mon occurrences in the target population, so the cau-
sation of these symptoms by the HPV vaccine cannot
be confirmed by this analysis. We found little support
for clusters representing CFS or CRPS, nor any novel
autonomic dysfunction syndrome; POTS featured
explicitly in many reports in clusters 1-3 (17-30%), but
to an extent compatible with the fact that the DMA has
specifically designated reports of POTS as serious AEs.

This study indicates the utility of cluster analysis in
identifying groups of reports that may relate to stim-
ulated reporting and specific diagnostic practices.
Cluster analysis is a relatively new method in epidemi-
ology and further validation and advancement of this
technique is warranted. Spontaneous reporting sys-
tems and the interpretation of safety signals can be
improved with greater validation of details of reports
such as vaccine type and onset of AEs, and further
understanding of the relationship between reporting
patterns and media activity.

www.eurosurveillance.org

Acknowledgements

We wish to thank the Danish Medicines Agency for kindly
providing data for the study.

Funding: The study was supported by grants from the Danish
Medicines Agency, the Danish Cancer Society and the Novo
Nordisk Foundation. The funding bodies had no role in the
study design; the collection, analysis and interpretation of
the data; the writing of the manuscript; or the decision to
submit it for publication. All authors are independent from

the funding agencies.

Conflict of interest

None declared.

Authors’ contributions

DW, NT and AH designed the study. NT performed the sta-
tistical analyses. DW drafted the manuscript. All authors
actively participated in interpretation and discussion of re-
sults, critical revision of the manuscript and approval of the
final version of the manuscript. AH, who is the guarantor of
the study, had full access to all the data in the study and
takes responsibility for the integrity of the data and the ac-
curacy of the data analysis.

References

1. Statens Serum Institut (SSI). Gratis HPV-vaccination

til kvinder fgdt i 1993-1997 ophgrer ultimo 2015.
[Free HPV-vaccination for women born 1993-1997
ceases at the end of 2015.] Copenhagen: SSI; 2015.
Danish. Available from: https://www.ssi.dk/aktuelt/

nyheder/2015/2015-12-epinyt-50-hpv-vaccination

2. Statens Serum Institut. EPI-NYT Uge 47 — 2014. [EPI-NEWS
Week 47 — 2014]. Copenhagen, Statens Serum Institut;
2014. Danish. Available from: https://www.ssi.dk/aktuelt/
nyhedsbreve/epi-nyt/2014/uge-47---2014.

3. Danish Medicines Agency (DMA). HPV vaccination protects
against cervical cancer [Internet]. Copenhagen: DMA;
2017. Available from: http://laegemiddelstyrelsen.dk/en/
sideeffects/side-effects-from-medicines/childhood-vaccines/
hpv-vaccination/~/media/4DCEFB530117489AB2AE35A871
DE3805.ashx

4. Statens Serum Institut. EPI-NYT Uge 39 - 2017. [EPI-NEWS Week
39 - 2017]. Copenhagen, Statens Serum Institut; 2017. Danish.
Available from: https://www.ssi.dk/aktuelt/nyhedsbreve/
epi-nyt/2017/uge-39---2017

5. World Health Organization (WHO). Human papillomavirus
vaccines: WHO position paper, May 2017. Wkly Epidemiol Rec.
2017;92(19):241-68. PMID: 28530369

6. Gilmour S, Kanda M, Kusumi E, Tanimoto T, Kami M,

Shibuya K. HPV vaccination programme in Japan. Lancet.
2013;382(9894):768. https://doi.org/10.1016/So0140-
6736(13)61831-0 PMID: 23993189

7. Statens Serum Institut (SSI). EPI-NYT Uge 41 - 2017. [EPI-
NEWS Week 41 - 2017]. Copenhagen, SSI; 2017. Available
from: https://www.ssi.dk/aktuelt/nyhedsbreve/epi-nyt/2017/
uge-41---2017

8. Blitshteyn S. Postural tachycardia syndrome following human
papillomavirus vaccination. Eur ) Neurol. 2014;21(1):135-9.
https://doi.org/10.1111/ene.12272 PMID: 24102827

9. Brinth L, Theibel AC, Pors K, Mehlsen J. Suspected side effects
to the quadrivalent human papilloma vaccine. Dan Med J.
2015;62(4):A5064. PMID: 25872549

10. Brinth L. Is Chronic Fatigue Syndrome/Myalgic
Encephalomyelitis a Relevant Diagnosis in Patients with
Suspected Side Effects to Human Papilloma Virus Vaccine? Int
J Vaccines Vaccin.2015;1(1):00003. https://doi.org/10.15406/
ijvv.2015.01.00003

11. Lewis I, Pairman J, Spickett G, Newton JL. Clinical
characteristics of a novel subgroup of chronic fatigue
syndrome patients with postural orthostatic tachycardia
syndrome. ] Intern Med. 2013;273(5):501-10. https://doi.
org/10.1111/joim.12022 PMID: 23206180



12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

10

Hoad A, Spickett G, Elliott J, Newton J. Postural orthostatic
tachycardia syndrome is an under-recognized condition in
chronic fatigue syndrome. QJM. 2008;101(12):961-5. https://
doi.org/10.1093/gjmed/hcn123 PMID: 18805903

Kinoshita T, Abe RT, Hineno A, Tsunekawa K, Nakane S, lkeda
S. Peripheral sympathetic nerve dysfunction in adolescent
Japanese girls following immunization with the human
papillomavirus vaccine. Intern Med. 2014;53(19):2185-200.
https://doi.org/10.2169/internalmedicine.53.3133 PMID:
25274229

Feiring B, Laake I, Bakken 1], Greve-lsdahl M, Wyller VB,
Héaberg SE, et al. HPV vaccination and risk of chronic fatigue
syndrome/myalgic encephalomyelitis: A nationwide register-
based study from Norway. Vaccine. 2017;35(33):4203-

12. https://doi.org/10.1016/j.vaccine.2017.06.031 PMID:
28648542

Donegan K, Beau-Lejdstrom R, King B, Seabroke S,
Thomson A, Bryan P. Bivalent human papillomavirus

vaccine and the risk of fatigue syndromes in girls in the

UK. Vaccine. 2013;31(43):4961-7. https://doi.org/10.1016/j.
vaccine.2013.08.024 PMID: 24001935

Arana J, Mba-Jonas A, Jankosky C, Lewis P, Moro PL,
Shimabukuro TT, et al. Reports of Postural Orthostatic
Tachycardia Syndrome After Human Papillomavirus Vaccination
in the Vaccine Adverse Event Reporting System. ] Adolesc
Health. 2017;61(5):577-82. https://doi.org/10.1016/].
jadohealth.2017.08.004 PMID: 29061232

European Medicines Agency (EMA), Pharmacovigilance Risk
Assessment Committee (PRAC). HPV Vaccines - Assessment
Report. 2015;44(726):1-40.

Chandler RE, Juhlin K, Fransson ], Caster O, Edwards IR, Norén
GN. Current Safety Concerns with Human Papillomavirus
Vaccine: A Cluster Analysis of Reports in VigiBase®. Drug Saf.
2017;40(1):81-90. https://doi.org/10.1007/540264-016-0456-3
PMID: 27638661

Danish Medicines Agency. Report side effects in humans

from medicines and vaccines. Copenhagen: Danish Medicines
Agency; 2017. Available from: https://laegemiddelstyrelsen.
dk/en/sideeffects/side-effects-from-medicines/
report-a-side-effect/humans/

Danish Health and Medicines Authority. Report from the Danish
Health and Medicines Authority for consideration by EMA and
rapporteurs in relation to the assessment of the safety profile
of HPV-vaccines. Copenhagen: Danish Health and Medicines
Authority; 2015. Available from: https://laegemiddelstyrelsen.
dk/~/media/oA404AD71555435BB311CD59CB63071A.ashx

Sundhedstyrelsen. Status pa Sundhedsstyrelsens initiativer
inden for overvagning, udredning og behandling af mulige
bivirkninger ved HPV-vaccinen. [Status of the Health

Agency’s initiatives on surveillance, investigation and
treatment of possible adverse events following the HPV
vaccine]. Copenhagen: Sundhedstyrelsen; 2015. Danish.
Available from: http://www.ft.dk/samling/20142/almdel/suu/
bilag/68/1548223.pdf

Schmidt M, Pedersen L, Sgrensen HT. The Danish Civil
Registration System as a tool in epidemiology. Eur ] Epidemiol.
2014;29(8):541-9. https://doi.org/10.1007/5s10654-014-9930-3
PMID: 24965263

Grove Krause T, Jakobsen S, Haarh M, Mglbak K. The Danish
vaccination register. Euro Surveill. 2012;17(17):20155. https://
doi.org/10.2807/ese.17.17.20155-en PMID: 22551494

Vermunt J, Magidson J. Latent class cluster analysis. In:
Hagenaars |, McCutcheon A, editors. Applied latent class
analysis. Cambridge: Cambridge University Press; 2002.

Kincaid D, Ward Cheney E. Numerical Analysis: Mathematics
of Scientific Computing. Third. Providence: American
Mathematical Society; 2009.

Dziak JJ, Coffman DL, Lanza ST, Li R, Jermiin LS. Sensitivity
and specificity of information criteria. Brief Bioinform.
2019;bbz016. PMID: 30895308

Linzer DA, Lewis JB. poLCA: An R Package for Polytomous
Variable Latent Class Analysis. ] Stat Softw. 2011;42(10):1-29.
https://doi.org/10.18637/jss.vo42.i10

Team RCR. A language and environment for statistical
computing. Vienna: R Foundation for Statistical Computing;
2017.

Sheldon RS, Grubb BP 2nd, Olshansky B, Shen W-K, Calkins H,
Brignole M, et al. 2015 heart rhythm society expert consensus
statement on the diagnosis and treatment of postural
tachycardia syndrome, inappropriate sinus tachycardia, and
vasovagal syncope. Heart Rhythm. 2015;12(6):e41-63. https://
doi.org/10.1016/j.hrthm.2015.03.029 PMID: 25980576

Harden RN, Bruehl S, Perez RSGM, Birklein F, Marinus J,
Maihofner C, et al. Validation of proposed diagnostic criteria
(the “Budapest Criteria”) for Complex Regional Pain Syndrome.

31.

32.

33.

34.

35.

36.

Pain. 2010;150(2):268-74. https://doi.org/10.1016/].
pain.2010.04.030 PMID: 20493633

Wright Clayton E, Alegria M, Bateman L, Chu L, Cleeland CS,
Davis R, et al. Beyond Myalgic Encephalomyelitis / Chronic
Fatigue Syndrome: Redefining and Illness - Report Guide for
Clinicians. Inst Med Natl Acad. 2015;4.

Arana JE, Harrington T, Cano M, Lewis P, Mba-Jonas A,
Rongxia L, et al. Post-licensure safety monitoring of
quadrivalent human papillomavirus vaccine in the Vaccine
Adverse Event Reporting System (VAERS), 2009-2015.
Vaccine. 2018;36(13):1781-8. https://doi.org/10.1016/j.
vaccine.2018.02.034 PMID: 29477308

Suppli CH, Hansen ND, Rasmussen M, Valentiner-Branth

P, Krause TG, Mglbak K. Decline in HPV-vaccination

uptake in Denmark - the association between HPV-related
media coverage and HPV-vaccination. BMC Public Health.
2018;18(1):1360. https://doi.org/10.1186/s12889-018-6268-x
PMID: 30526589

Callréus T, Svanstrom H, Nielsen NM, Poulsen S, Valentiner-
Branth P, Hviid A. Human papillomavirus immunisation of
adolescent girls and anticipated reporting of immune-mediated
adverse events. Vaccine. 2009;27(22):2954-8. https://doi.
org/10.1016/j.vaccine.2009.02.106 PMID: 19428906

Rasmussen M, Pedersen T, Due P. Skolebgrns-undersggelsen
2014. [School children’s examination 2014]. Copenhagen:
Statens Institut for Folkesundhed; 2015. Danish. Available
from: http://www.hbsc.dk/downcount/HBSC-Rapport-2014.pdf

Skufca J, Ollgren ], Ruokokoski E, Lyytikdinen O, Nohynek

H. Incidence rates of Guillain Barré (GBS), chronic fatigue/
systemic exertion intolerance disease (CFS/SEID) and postural
orthostatic tachycardia syndrome (POTS) prior to introduction
of human papilloma virus (HPV) vaccination among adolescent
girls in Finland, 2002-2012. Papillomavirus Res. 2017;3:91-6.
https://doi.org/10.1016/j.pvr.2017.03.001 PMID: 28720463

License, supplementary material and copyright

This is an open-access article distributed under the terms of
the Creative Commons Attribution (CC BY 4.0) Licence. You
may share and adapt the material, but must give appropriate
credit to the source, provide a link to the licence and indicate
if changes were made.

Any supplementary material referenced in the article can be
found in the online version.

This article is copyright of the authors or their affiliated in-
stitutions, 2019.

www.eurosurveillance.org



