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RETRACTION

RETRACTION: Increased incidence of cervical cancer in Sweden: Possible link
with HPV vaccination

EDITORS, Indian Journal of Medical Ethics

The comment “Increased incidence of cervical cancer in Sweden: Possible link with HPV vaccination” (DOI: 10.20529/
IJME.2018.037) was published online in the Indian Journal of Medical Ethics on April 30,2018 (1). The author gave his name and
affiliation as Lars Andersson, department of Physiology and Pharmacology, Karolinska Institutet (KI), Sweden. On May 8, as soon
as Kl informed us that no such person worked there, we carried out a correction the same day and the institution’s name was
removed as affiliation (2).

On inquiry, the author informed us that he had used a pseudonym besides a false affiliation. He later made his identity known
to IJME’s editor on the promise of strict confidentiality. On verification of his identity, the editor confirmed that (a) the author had
the necessary qualifications, expertise and research experience on the subject of the article; and (b) the author did face a credible
threat of harm, making it necessary not to be named pubilicly.

Further we reconfirmed the reviewers’ conclusions: that the article used publicly available data with a simple statistical method;
made a fair attempt to report a possible association of the increased incidence of carcinoma cervix with HPV vaccination; and
suggested more research. We felt that the data and analysis could be scientifically appreciated and critiqued without reference to
the author. Therefore, despite the author’s unacceptable deception, the editors decided to retain the article having already made
a correction to remove the false affiliation.

Following our decision, we received valuable advice from our editorial board and other well-wishers, emphasising that there
should be zero tolerance towards the author’s deception, irrespective of the content of the paper. While our assessment of the
science of the article may be correct, we have concluded that tolerating the author’s deception and retaining the article was an
error of judgement. We express our deep gratitude to them and have accepted their advice.

Thus, this article is hereby retracted. We will provide a detailed account of this issue, with the nuances involved, in an editorial at a
later date.

As editors, we are wary of the extreme ideological divide that views discussions on vaccines as either “pro” or “anti” In low and
middle-income countries like India, where early HPV infection and incidence of carcinoma cervix are relatively high, scientific
discussion and resolution of issues concerning the HPV vaccine is critical for women receiving it, and for policy making on its
introduction in the universal immunisation programme. We hope that the hypothesis of possible harm of vaccinating women
previously exposed to HPV is carefully explored in future studies.

Note: Corrected on July 22,2018.
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COMMENT

Increased incidence of cervical cancer in Sweden: Possible link with HPV

vaccination
LARS ANDERSSON
Abstract To+"
The Centre for Cervical Cancer Prevention in Sweden has noted in | Age-standardised (according t*  : stan. vedish population in
its annual report a substantial increase in the incidence of invasive | 2000) incidence of invasive cel cancer( 4,000 women)
cervical cancer, especially during the two years 2014 and 2015. |County 2006 | 2010 n verage p value
I have sub-grouped the data according to age, using the same 208 ? | - y 01‘5"3: izgfe_d fortrend
statistical database of the National Board of Health and Welfare | 4‘ as pecmntage
as used by the authors of the above-mentioned report. The g -1 7= " \ 956 49 17 003
increase in the incidence of cervical cancer was shown to be most Stock:. T 10.59 08 051
prominent among women 20-49 years of age while no apparent [, 7 1.6 | 1417 | 16.02 38 0.20
increase was observed among women above 50. The FDA has  [<+~ “manlar. | 1243 | 1057 53 0.40
noted in the clinical trials referred to it for marketing approval " iygstiand 1447 | 15.04 73 <0.05
that women exposed to the human papilloma virus (HPV) prior 1koping 533 | 838 | 1117 6.4 0.04
to vaccination had an increase in premalignant cell changes sbere 899 | 6.14 | 13.15 11 0.78
compared with placebo controls. | discuss the possibility th== =/ || 12.78 | 739 | 11.83 2.4 0.50
vaccination could play a role in the increase in the inc® e Gotland 8.00 | 6.47 | 1418 6.5 0.32
cervical cancer by causing instead of preventing cerv. .l c¢/' 2 "kinge 13.47 | 1416 | 17.00 8.2 <0.05
disease in women previously exposed to HPV. A ti" relati’ hip / . 3ne 9.50 | 9.21 | 9.48 -1.6 0.22
exists between the start of vaccination and *' >~ ’rease Halland 8.84 | 10.78 | 11.47 7.4 0.04
incidence of cervical cancer. The HPV.vaccines approveu i1 | VdstraGoétaland | 896 | 798 | 11.04 1.4 0.55
2006 and 2007, respectively and m .g gin. ed to be |Varmland 6.81 | 9.23 | 13.61 8.1 <0.01
vaccinated during 2012-2013. Orebro 8.22 9.51 12.29 8.3 <0.05
Vdstmanland 9.19 | 10.60 | 11.31 4.1 0.07
Introduction Dalarna 8.08 | 870 | 13.93 7.8 0.01
The Centre for Cervical C' er P :ntion (NKCx) in Sweden Gavieborg 1.8 | 11.04 | 14.08 19 0.24
o o Vasternorrland | 7.61 5.57 | 11.59 -1.9 0.66
has noted in it al re, 2017 .WI.’\ICh |ncluc!es déta Jamtland 974 | 980 | 985 00 )
upto 2016 o al inc 2 incidence of invasive Vasterbotten 739 | 936 | 894 20 0.06
cervical ar, espellv during << years 2014 and 2015. An - g -~ 1360 | 834 | 1424 06 0.86
English trc ‘or 2ase in the incidence of cervical
cancer is give ole1 (., 2). 11.5 per 100,000 women. The increase in the last two years can

The report states | ‘ation):

“The age-standardised incidence of invasive cervical cancer in
Sweden has increased substantially in the last two years (20%)
and there is a statistically significant increase for the entire
period 2005-2015. The incidence in Sweden for 2014-2015 is
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be seen in all counties except S6dermanland, Skédne, Jimtland
and Visterbotten. Substantial and statistically significant
increases are seen for Ostergétland, Jénképing, Blekinge,
Halland, Vérmland, Orebro and Dalarna, with an average
yearly increase of 7%-8%. Tendencies of substantial increases
are also seen for Uppsala, Gotland, Vdstmanland and
Véisterbotten with yearly average increases of 4% or more.”

The above information was gathered from the statistical
database managed by the National Board of Health and
Welfare in Sweden. The author of the report suggested that it
is important to track the causes of the increase in the incidence
of cervical cancer. However, no explanations were given for the
increase in the incidence of cervical cancer by the NKCx in its
2017 annual report (1).

For analysis, | have sub-grouped the data according to age,



using the statistical database of the National Board of Health
and Welfare (the same database used in reference [1]). In
addition, the relevant literature was surveyed to put the
current data in perspective.

Results

The increase in the incidence of cervical cancer was shown
to be most prominent among women 20-49 years of age
while no apparent increase was observed among women
above 50 (Figure 1). The number of cases in the 20-49-year
group increased from 202 cases in 2006 to 317 cases in 2015
(an increase of 50%). In 2015, there were 1.9 million women in
Sweden between 20-49 years of age according to Statistics
Sweden (2).The incidence of cervical cancer is therefore 0.17%
for women in the 20-49-year group (317 cases per 1.9 million
women). Figure 2 shows the relative change between 2006 and
2015 for each 10-year age group cohort, which illustrates the
more pronounced increase in the incidence of cancer among
the younger age groups.

Invasive cervical cancer incidence in Sweden in age
groups 20-49 and plus 50 years
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Fig. 2: The relative change in percentage of invasive cervical cancer
incidence in Sweden between 2006 and 2015 in different age groups. The
figure is based on data from the statistical database of the National Board
of Health and Welfare in Sweden. The incidence of cancer is age-adjusted
according to the standard Swedish population in 2000.
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Discussion

| discuss below some possible explanations for the increase
in the incidence of cervical cancer among young women in
Sweden.

A change in the routine or other technical or methodological
changes during the study period may affect the reported
incidence of cervical cancer due to changes in the sensitivity
of the diagnostic tools. The reported change in the incidence
among younger women and * » fact that the increase
was noted in most counties in 'an argue against this
explanation. Neither was such an ¢ ation given by the
NKCx in Sweden in its annual rer " with data up to
2016 (1). Recently, when the ¢ discussed the
increase in the incidence of cer e .ith authorities
were unable to explain th RGN

dish m
cancet

Another possibility is  at H”  ,accination could play a role in
the increasa.in the ir - of £ ical cancer. About 25% of
cervical ¢ ave ¢ ' .¢ of about 3 years including
progressior normai «c.> to cancer (3,4). Therefore, an
increass may L 2 2 *thin a short period of time. Gardasil
was oved in _ . in 2006. In 2010, the vaccination of
a s antial number of girls started. In 2010, about 80% of
the ear-ol< irls were vaccinated. Combined with 59%
of the .ar-old girls vaccinated through the catch-up

aramme In the same period, one can say that most girls

accinated. Thus, the oldest girls in the programme were
< .rs old in 2015; and this is well within the younger age
Jp shown in Fig. 1. For the older age group represented
in Fig. 1, data on exposure to vaccinations is not available. In
2012-2013, most young girls were vaccinated.

W

23

The vaccine does not need to initiate the cancer process.
There is a possibility of the vaccine acting as a facilitator in
an ongoing cancer process. | discuss below some possible
mechanisms of how the vaccine might influence the incidence
of cervical cancer.

The efficacy of HPV-vaccines has been evaluated by studying
premalignant cell changes in the cervix called CIN2/3 and
cervical adenocarcinoma in situ or worse (5). The efficacy
was calculated for individuals who have not been exposed to
HPV 16 and 18.These individuals are called naive. The vaccine
is efficacious only in individuals not previously exposed to
HPV 16 and 18 (naive individuals). If an individual has already
been exposed to HPV 16 and 18, no new antibodies are made.
Therefore, the vaccine will not work for non-naive individuals.
HPV 16 and 18 are responsible for about 70% of all cervical
cancers (5). It is therefore crucial to give the vaccine to naive
individuals. During their review of Gardasil by the FDA, the
efficacy of the vaccine was also evaluated on individuals who
were exposed to the oncogenic HPV strains before vaccination
since individuals who are non-naive will also receive the
vaccination. A concern was raised for disease enhancement
(increase in CIN 2/3, cervical adenocarcinoma in situ or worse)
in this subgroup (5). In these individuals, the efficacy was
-25.8% (95% Cl:-76.4,10.1%) (5). Thus, vaccination with Gardasil
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of non-naive individuals who had HPV 16/18 oncogenes
before vaccination showed a higher level of premalignant cell
changes than did placebo.The FDA statisticians could not draw
any firm conclusions. In their analysis, the FDA included only
cases with HPV 16/18. If cases with oncogenes other than HPV
16/18 had been included in the analysis, the efficacy of data
could have been even more unfavourable.

The increase in premalignant cell changes in non-naive
individuals, as suggested by the FDA, is consistent with the
knowledge that vaccination can cause reactivation of both
target and non-target viruses (6-12). For Gardasil, the HPV
types 16 and 18 are called target HPVs since the vaccine
contains antigens for these two HPV types. Other HPV types
for which the vaccine does not contain any antigens are called
non-target HPVs. For individuals exposed to Gardasil, evidence
of a selective and significant reactivation of the oncogenic
non-target HPV types 52 and 56 was reported in the genital
tract for all women (13). This article studied women 13-22 and
23-40 years of age from 2008 to 2013.The target HPVs 16 and
18 decreased only in the younger age group but oncogenic
non-target HPVs increased in both the groups, 20%-40%
and 8%-30%, respectively. The increase in the total burden
of non-target oncogenic HPVs for vaccinated individuals
may be consistent with the findings in the FDA report where
the efficacy of the HPV vaccine was less favourable fo:
naive women compared with those on placebo. A® 55
mechanism to explain the increased incidence ¢ cer
cancer may therefore be virus reactivation as def “ed a

.dl
‘e.

In the evaluation of Gardasil by the FDA, : found .

about 25% of all individuals were r e in ‘votal trial
(5). There are more than 200 type. PVs, of v 12 are
currently classified as high-risk can< . = (14). HF may be

found in non-sexually active == :{15). It transmitted

-r

through non-sexual means e w~vay o .uother to child,
from contact with infect it" , frem self-inoculation or
hospital-acgr <tion orvi© ood (17,18). The virus
can lie lat*  .nan_ ;sue a. - detection by standard
techniqc "9). It 2lso be redistributed systemically
during the < vious virus-free tissues (auto-

inoculation), 1 mple iniecting an earlier virus-free cervix.
Recently, it was - 2 that previously HPV-positive women
with normal cytolc_~ remained at increased risk of pre-
neoplasia (CIN3) despite two follow-up HPV-negative tests (20).
“Proving that HPV is absolutely gone is, of course, impossible,”
state Brown and Weaver in an editorial in 2013 (21). Therefore,
non-naive-individuals can be seen among females at all ages.
Sometimes these individuals have measurable HPV and
sometimes not. When taking these results into account, the
proportion of non-naive individuals may be underestimated in
the studies.

Since the vaccine is recommended for up to 45 years in the
European Economic Area, it is possible that the vaccination
has facilitated the development of new or existing cervical
cancer among women who were non-naive at the time of
vaccination. Vaccination against HPV has started in Sweden

during the study period. Gardasil, the vaccine mostly used
in Sweden, was approved in September 2006. There are no
statistics for the overall use of Gardasil in Sweden. For young
girls (12-13 years of age) there are special programmes for
vaccination. About 75%-80% of all girls are vaccinated in this
age group (22). For older girls there are catch-up programmes.
For older girls/women who will be vaccinated on-demand,
data on frequency of vaccination are missing. The increase
in the incidence of cervical cancer between 2006 and 2015
was 50% (corresponding to® '5 absolute cases). Therefore,
the vaccination coverage o. Swedish population does
not need to be very high to exp. role for the vaccine. The
findings could be consistent mand vaccination of
women above 18. In Swede 22,946 cervical cell
screenings performed on wc -_Jyearsin 2016 (1).

ere wa
»aged

Could the HPV a
cervical cancer in

females. and. the

C .t increase in invasive
eventing it among already infected
Aplai  he increase in the incidence

ad -~

of ca .orte KCx in Sweden? The increased
incider 0Nng You...y females, the possibility of virus
rea<ivado. r viccination, the increase in premalignant
< .nanges s sy the FDA for women who were already

yosed to oncogenic HPV types and the time relationship

veen ! start of vaccination and the increase in cervical

C veden could support this view. The answer to this

quesuun is vital for correctly estimating the benefit-risk of

‘s vaccine. More studies focused on already HPV-infected
alviduals are needed to solve this question.
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