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AdministraaFve secretary 

Lena Creutzer Waldensten 

 

§1 MeeFng opened 

§2 InformaFon that Changes in projects have been approved for 49 projects. 

§3. Ethical veTng. Decisions in appendix 

§4. MeeFng closed. Next meeFng on 21 September 

Signed by scienFfic secretary Sigurd Vitols and Annika Marcus, Chairperson 
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APPLICATION FOR ETHICAL PERMISSION 

 

Title; Causes of cervical cancer in Sweden despite organized cervical screening. 
A conDnuaDon study. 

.  

Applicant insDtute: Karolinska InsDtutet, Dept. of Medical Epidemiology & 
BiostaDsDcs. Box 281, 171 77  Stockholm 

 

Authorized signatory: Kamila Czene, Professor, AcDng Head of Department 

Karolinska InsDtutet, Dept. of Medical Epidemiology & BiostaDsDcs. 

 

Main Principal InvesDgator: 

Pär Sparen, Karolinska InsDtutet, Dept. of Medical Epidemiology & BiostaDsDcs. 
Par.sparen@ki.se 

 

Place: Karolinska InsDtutet, Dept. of Medical Epidemiology & BiostaDsDcs 

 

Other Principal InvesDgators: 

Bengt Andrae, Center for Research and Development, Uppsala 
university/landsDnget Gävleborg, Joakim Dillner, MEB/KI, Lena Silfverdal KK 
UNN, Björn Strander OC Gothenburg, Walter Ryd Patologen SU Sahlgrenska, 
Sven Törnberg OC Stockholm 

IntroducDon; 

Cervical cancer is a preventable disease where, by tracking and removing 
precursors in the form of cell changes, cancer can be prevented. The Swedish 
cell sampling programs are structured by county council and between them 
quite differently in terms of organizaDon, age groups called etc. Although 
morbidity has been significantly reduced in the course of a forty-year operaDon, 
as many women sDll die annually from this disease in the country as from traffic 
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accidents. In order to be able to prioriDze the work to improve the programs, a 
becer knowledge is required of which shortcomings in the programs mean that 
women sDll get cervical cancer and die from the disease. This is the main aim of 
the present research program, which is intended to be the scienDfic basis for 
improved prevenDon of cervical cancer. The study is conducted as a naDonal, 
populaDon-based case–control study. All new invasive cervical cancer cases in 
Sweden from 1999 onwards, (around 450 cases per year), are idenDfied and 
characterized and compared with women of the same age, who have not had 
cervical cancer, regarding how the programs funcDoned, how and when cell 
samples were taken and how and when treatment of cell changes occurred. The 
results of this project will be able to directly point to preventable deficiencies in 
the Swedish cell sampling program and their relaDve importance. Since the 
project is carried out in close collaboraDon with those responsible for the 
screening programs and working with follow-up and treatment, there are direct 
channels out into the business. ScienDfic analysis of the significance of the 
shortcomings in combinaDon with evaluaDon of the results of the efforts are 
the only ways to ensure that opDmal effect is obtained from the resources 
invested in this extensive, and naDonal, cancer prevenDon acDvity. 

 

Major hypotheses under study: 

To scienDfically invesDgate why the incidence of cervical cancer has not 
decreased more aker 40 years of naDonwide cytological screening.  

Based on scienDfically defined reasons why cervical cancer can occur, despite 
screening programs, to idenDfy strategies for an improved screening program 
against cervical cancer.  

To examine prognosis aker diagnosis of invasive cervical cancer for women who 
have and have not parDcipated in screening. 

 To invesDgate how early diagnosis of invasive cervical cancer affects the 
possibility of giving birth to full-term children.  

To invesDgate how dysplasia treatment affects the risk of prematurity (children 
born too early). 
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Study plan:  

The study is intended to be conducted as a naDonal, populaDon-based case–
control study to monitor changes over Dme. All primary invasive cases of 
cervical cancer in Sweden during the years 1999 and onwards (a total of 
approximately 450 cases per year) are idenDfied in the naDonal cancer registry. 
From here, informaDon is also collected on date of diagnosis, tumor type, basis 
for diagnosis, clinical stage (where this informaDon is available), death and 
cause of death, as well as informaDon on whether the tumor was an autopsy 
finding. All cases of cancer uteri UNS are also idenDfied from the naDonal 
cancer registry. DiagnosDc histopathological preparaDons from cases of cervical 
cancer and uterine cancer UNS are requested for follow-up review. During the 
follow-up examinaDon, it is determined whether the diagnosis is invasive 
cervical cancer or not and what its histopathological tumor type is. For cases 
where clinical stage at diagnosis of cervical cancer has not been registered, the 
informaDon will be requested from medical records. From the Swedish 
populaDon register, controls are idenDfied for each cancer case, born in the 
same year, alive and without cervical cancer or uterine cancer UNS at the Dme 
of the case's diagnosis. For the informaDon retrieved from cytology registers, all 
living women, who have not had cervical cancer and born in the same year as 
the case, are intended to consDtute controls. For informaDon searched 
manually, five controls are idenDfied for each case as above. For cases and 
controls, informaDon on screening history regarding all registered pap smears 
and HPV tests, all cervical pathology, informaDon on treatment history from 
women's clinics and gynecological oncology clinics, and Dme of conizaDon is 
obtained. InformaDon on date of death and cause of death from the cause of 
death register, emigraDon from the populaDon register, as well as childbirth and 
pregnancy loss from the medical birth register is obtained and for cases and 
controls. Analysis of the data then takes place in two stages and the results are 
presented as staDsDcal summaries where no individual individuals can be 
idenDfied: 1. DescripDve staDsDcs: age-specific incidence in cervical cancer and 
its distribuDon by clinical stage at diagnosis, histological tumor type and 
proporDon of interval cancer. These staDsDcs are presented for the enDre 
country, as well as for each county council separately. 2. RelaDve and absolute 
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risks of contracDng cervical cancer depending on screening and treatment 
history, as well as the proporDon of cervical cancer that has been caused by 
deficiencies within the screening program. 

 

Will biological materials be biobanked? 

DiagnosDc specimens will be collected from pathology laboratories for review. 
These are returned aker a re-examinaDon has been completed. 

 

Data management: 

All results are reported as staDsDcal summaries where individual individuals 
cannot be idenDfied. Social security number is only used to be able to link the 
right informaDon to the right individual and is removed before analysis of the 
data. All analyzes take place at inst. for medical epidemiology and biostaDsDcs, 
Kl. The department has a shell protecDon and all computers are secured inside 
a so-called firewall, which prevents access from the outside. Each computer has 
a personal user code and a password that is changed every 5 weeks. The 
confidenDality act applies to everyone who works in the research group and at 
the department. Aker analyses, no informaDon will be traceable to individuals. 

 

Previous experiences of the approach: 

The research group has long-term experience with registry-based 
epidemiological studies and populaDon-based case-control studies to 
invesDgate causes of cervical cancer, prevenDon of the disease, and prognosis 
aker diagnosis. A first audit based on all cases of cervical cancer in Sweden 
1999-2001 was recently published. 

 

SelecDon of subjects for study: 

All cases of cervical cancer in Sweden from 1999 onwards (approximately 450 
cases per year), as well as Sweden's female populaDon of corresponding ages as 
controls, which are taken from the Swedish populaDon register. 

 

StaDsDcal power: 



Google translate of Ethical Permission 2011-1036-31/4 

 

For the simple case that all risk factors for cervical cancer are measured and 
analyzed individually, the lowest detectable relaDve risk for cervical cancer has 
been calculated at α = 0.05 and 80% power. These calculaDons have been made 
for different values of risk factor prevalence, as well as for different numbers of 
cases and controls to give an idea of the effect of straDfied analyses. For the 
enDre material, we can detect relaDve risks down to 1.2 at opDmal exposure to 
risk factors among controls (50%), but even at substanDally lower risk factor 
exposure (10% - 25%) the lowest detectable relaDve risk is sDll very low (1.2 – 
1,3). In straDfied analyzes on small groups of 150 cases, the lowest detectable 
relaDve risk becomes substanDally higher (1.8 – 2.2), while for 300 – 500 cases 
it remains well below 2.0. In summary, it can be said that our opportuniDes to 
detect even small differences in relaDve risk between cases and controls are 
very good and that we will also have a good opportunity to straDfy the analyzes 
in order to e.g. study different tumor types or clinical stages separately. 

 

Do you plan overlapping studies 

No 

 

Are the paDents insured: 

Not relevant 

 

Are the paDents paid for parDcipaDon: 

No 

 

How are the paDents informed: 

The women who parDcipate in cervical screening are aware that this is a cancer 
prevenDon acDvity and generally assume that their samples are arranged in 
data registers as well as that the data is used to draw consequences from the 
outcome. 
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How do you obtain consent: 

It is not possible to obtain consent for parDcipaDon from all the women in the 
study, as they number several million. The informaDon collected in this study is 
already compiled regionally. IdenDficaDon with social security number is only 
needed to link the correct informaDon to the correct individual and will be 
removed as soon as all informaDon is collected. The purpose of the study is to 
make quanDtaDve analyzes of reasons why cervical cancer occurs despite the 
existence of screening programs. Once the relevant informaDon is obtained, we 
do not need to know who the women are. We will not contact the women in 
any part of this project and their follow-up/treatment will not be affected by 
the study. It is also important that the consent procedure be the same as in 
previous audits, because otherwise the data cannot be compared and an 
important purpose of the study (measuring possible quality changes over Dme) 
cannot therefore be fulfilled 

 

What are the risks to the parDcipants? 

CompilaDon of cytological screening data set in relaDon to cervical cancer 
incidence (histology, tumor stage and treatment data) could be interpreted as a 
violaDon of privacy. However, in most cases this informaDon is already collected 
within the same healthcare district, oken at the same laboratory. The follow-up 
of the screening program, including the follow-up of cancer cases that have 
occurred, is proposed, among other things. in SoS report 1998:15 and the 
NaDonal Board of Health and Welfare's regulaDons. Similar procedures are 
assumed in other EU countries. The women who parDcipate in cytological 
screening are aware that this is a cancer prevenDon acDvity and generally 
assume that their samples are arranged in data registers as well as that the data 
is used to draw consequences from the outcome. The women also expect the 
computer systems to monitor when it is Dme to take the next test. Personally 
idenDfiable data is a prerequisite for being able to follow up individual cancer 
cases as well as for being able to act in the event of abnormal test results, or to 
call individuals and groups that did not sample within the desired sampling 
interval. In summary, the risk of breach of privacy must be considered very 
small in relaDon to the benefit that this research program will bring to all 
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women in the country who are sexually acDve and thus at risk of contracDng 
cervical cancer. It is also important that the consent procedure be the same as 
in previous audits , because otherwise the data cannot be compared and an 
important purpose of the study (measuring possible quality changes over Dme) 
thus cannot be fulfilled 

 

Are  there benefits to the parDcipants? 

In the future, all sexually acDve women may benefit from improvements in the 
screening program, including those included in this study. 

 

What is your evaluaDon of the risk to benefit raDo? 

All women who parDcipate in the study can benefit from an improved screening 
program, as well as avoid overdiagnosis and overtreatment aker diagnosis. The 
risk of possible privacy breach must be considered limited as the relevant data 
is already available regionally. Overall, the benefit is therefore considered to 
exceed the risk 

 

Are there ethical risks in a broader perspecDve?  

In a broader perspecDve, the benefit for all sexually acDve women in the 
country to avoid cervical cancer in the future, or to survive a diagnosis of 
invasive cervical cancer, must be weighed against the limited risk of invasion of 
privacy for those included in the study. The assessment then becomes that the 
benefit far exceeds the risk.In a wider perspecDve, the benefit for all sexually 
acDve women in the country to avoid cervical cancer in the future, or to survive 
a diagnosis of invasive cervical cancer, must be weighed against the limited risk 
of privacy infringement for those included in the study. The assessment then 
becomes that the benefit far exceeds the risk 

 

Describe the data management. Who is responsible for wriDng the 
publicaDons? 

Data processing takes place at MEB, KI. Pär Sparén is responsible together with 
biostaDsDcians at the same department for data processing. Bengt Andrae is 
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responsible together with Pär Sparén and Joakim Dillner for wriDng scienDfic 
arDcles. 

 

How will the results be made public? 

PublicaDon of results in scienDfic arDcles. 

 

How is the integrity of individuals protected in the publicaDons? 

The data is de-idenDfied aker linking between the registers and is only reported 
at group level. 

 

Do you have economic interests in the study? 

No 

 

InstrucDons regarding appendices. 

 

Signed by Pär Sparen and Kamila Czene 

  

General instrucDons on how to fillout the form 

 

 



Department of Medical Epidemiology and biostatistics  

Pär Sparén  

Par.Sparen@ki.se  

 

Regional Ethics Review Board in Stockholm  

Amendment to ethical permission for the project "Causes of cervical cancer 
in Sweden despite organized gynecological pap smears. A continuation 
study" (dnr 2011/1026-31/4). In the mentioned project, we will collect 
histological specimens for all cases of cervical cancer in Sweden from 
2002 onwards for follow-up examination. Cervical cancer is almost always 
caused by HPV, but in order to determine the type of HPV virus that caused 
the cancer, we need to make new incisions in the existing tumor pieces that 
are stored at the various pathology laboratories and test these for HPV. This 
information is important to be able to determine the effect of HPV 
vaccination and HPV-based screening in Sweden. All testing of material is 
carried out under code and information on HPV type is not linked to an 
identified person. Information about the HPV type in the cervical tumors will 
also not be returned to the patients or attending physicians because the 
patients have already been treated for their disease and the information 
about the HPV type has no significance for the clinical management.  

Sincerely, Pär Sparén Professor 

 

Stamp of the Regional Ethical Review Agency of Stockholm 

APPROVED 

Date 12-06-20 

Signature of Sigurd Vitols 

Scientific Secretary of the Regional Ethical Review Agency of Stockholm 
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Devia&on from original protocol: 
 
When es&ma&ng age-specific cervical cancer incidence by screening, the star&ng year 
changed from 1999 to 2004, which was due to that in this specific study the screening 
history was defined as 10 years prior to cancer diagnosis, and the screening registry NKCx 
did not reach nearly full coverage before 1993.  


