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Academic dissertations 2012 (N=8) 
§  Brummer T: Hysterectomy for benign indications in Finland 
§  Färkkilä A: Molecular studies on pathogenesis, prognostic factors, 

and new treatment options for ovarian granulosa cell tumors 
§  Heliövaara-Peippo S: Hysterectomy and levonorgestrel-releasing 

intrauterine system in the treatment of menorrhagia – a 10-year 
randomized comparative trial 

§  Jaakkola S: Postmenopausal hormone therapy and the risk for uterine 
cancers 

§  Koivisto-Korander R: Uterine carcinosarcoma, leiomyosarcoma and 
endometrial stromal sarcoma: epidemiologial, clinical and prognostic 
aspects 

§  Mentula M: Second trimester medical termination of pregnancy: 
procedure, immediate complications and the risk of repeat termination 

§  Öhman H: Immunogenetic risk factors of Chlamydia-induced tubal 
factor infertility 

§  Lönnberg S: Case-control studies for the evaluation of performance 
and age-specific outcome of organised cervical cancer screening 
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PID rate 1998-2010* 

THL, Finland, 2011 



Tubal pregnancy rate 1998-2010 

THL, 2011 
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THL, 2011 



PID-Identifying research gaps 

§  Defining PID 
§  Cellular infiltrates in the endometrium which best correlate 

with PID/TFI 
§  Development of a noninvasive biomarker reflecting UGT 

infection 
§  Accuracy of TVS or MRI to detect early tubal inflammation 

in women with LGT infection 
§  Causal role of BV-associated organisms and M.genitalium 
§  Improve mechanisms to prevent reinfection 

Darville T, et al: Sex Transm Dis 2013 (in press) 
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§  500 000 Pap tests 
§  6 400 condyloma cases 
§  16 300 colposcopies 
§  3 000 conizations 
§  160 cervical cancers 
§  100 oropharyngeal and other anogenital 

cancers 
Total health care costs 45 M€ 

HPV disease burden in Finland* 

*Population 5.3M 



Prevention of cervical cancer 

§  Secondary prevention 
§  Early detection by screening 

– Disease burden has shifted to management of CIN 

§  Primary prevention 
§  Vaccination 

– Eradication of disease 





Efficacy of both vaccines against 
HPV16/18 related CIN3+ 
HPV naive*   Vaccine  Control   VE (%)   

   No./Total  No./Total  95%CI 
§  Quadrivalent   0/4,616   34/4,680  97.2 (91.5-99.4) 
§  Bivalent   0/5,466   27/5,452  100 (85.5-100) 
 
Intention-to-treat (ITT)** 
§  Quadrivalent   100/8,562  177/8,598  43.5 (27.3-56.2) 
§  Bivalent   51/8,694  94/8,708  45.7 (22.9-62.2)  

  

*HPV naive population: Subjects received at least 1 vaccination,  
were seroneg and DNA neg to HPV6/11/16/18 and DNA neg to 10 non-vaccine types and had normal Pap test;  

**All subjects who received at least 1 vaccination and had follow-up regardless of the presence of HPV infection or  
HPV-related disease at enrollment 

Lehtinen M, et al: Nat Rev Clin Oncol 2013 



TVC=Total vaccinated cohort; Lehtinen M, et al: Lancet Oncology 2012;13:89 

Reduction in cytological atypias, colposcopy 
referrals and cervical procedures 

TVC-naive 



Impact of Quadrivalent Vaccine on new 
Cervical Disease after Definitive Therapy  

587 vaccineo recipients; 763 placebo recipients; 
Joura E, et al: BMJ 2012;344:e1401 



Community Randomised Trial:  
What is the Best Vaccination Strategy? 
Study arm   Girls     Boys 

   Recruited/Invited (%)  Recruited/Invited (%) 
§  A (N=33)  6,468/12,247 (52.8)  2,734/12,464 (21.9) 
§  B (N=33)  7,364/14,856 (49.6)  4,885/15,446 (31.6) 
§  C (N=33)  6,682/12,612 (53.0)  4,042/12,932 (31.3) 
 

A: 90% of girls and boys received HPV16/18 vaccine, 10% of girls and boys received HBV; 
B: 90% of girls received HPV16/18 vaccine, 100% of boys received HBV; 
C:100% of girls and boys received HBV 
Total 32,000 vaccinated; Total 35,000 volunteers not vaccinated 

                    Lehtinen M, et al: Unpublished 



HPV-related 
disease 
burden:  
Not just 
a women’s 
issue! 



Questions remain 

§  The efficacy of HPV vaccines in preventing 
cervical cancer has not yet been demonstrated 

§  There is no evidence that HPV vaccination 
reduces the rate of cervical cancer beyond what 
cytologic screening has achieved 



Cancer Registry Based Passive Follow-up 
Group  No.     Yrs of F/U  CIN3+ Incidence 
§  Vaccine  866     3,464  0  0 (0-106.4) 
§  Placebo  861     3,444  3  87.1 (17.9-254.5) 
§  Unvacc  15,719   62,876  59  93.8 (71.4-121) 

Cancer Registry follow-up started 6 months after active trial follow-up (FUTURE II); 
Incidence per 100,000 (95% CI); Unvacc=Unvaccinated control cohort 

     Rana MM, et al, Int J Cancer 2013;132:2833 



Network of biobanks 



Finland is a paradise of biobanks and 
health registries… 

Eero Pukkala Mika Gissler 

Eero Pukkala 

Mika Gissler 



Cervical procedures for treatment of CIN 
increase the risk for preterm delivery 

§  25,827 women, of whom 5,835 had subsequent 
singleton deliveries 

§  Risk for preterm delivery (<h.37) 
§  Excisional Rx      OR 1.99 (95%CI 1.8-2.2)* 
§  Ablative Rx       OR 1.60 (95%CI 1.4-1.8)* 

*Adjusted for 
maternal age, 

parity, and 
smoking; 

Jakobsson M, et 
al, Obstet 
Gynecol 

2007;109:309 
 

Kalliala I, Nieminen P: Duodecim 2006;122:2401 
 



Disease burden of placental abruption 
Material 
§  Cases (N=7,951) and controls 

(N=23,852) 1969-2005 
Registry linkages 
§  Birth registry 
§  Hospital Discharge Registry 
§  Cancer Registry 
§  Cause of death-registry 
§  Congenital Anomalies Registry 

Tikkanen M, et al: Placental abruption-Studies of incidence, risk factors and potential predictive 
biomarkers, University of Helsinki 2008; 
AOGS 2010; AOGS 2011; Prenat Diagn 2011; AOGS 2012a; AOGS 2012b; AOGS 2013a; AOGS 
2013b;Obstet Gynecol 2013; Prenat Diagn 2013; Obstet Gynecol 2013;122:268 
 



1994 



Outcomes and Costs with LNG-IUS or 
Hysterectomy for Treatment of Menorrhagia 

119 Assigned to LNG-IUS 
       117 Received Treatment 
       as Assigned 

362 Excluded 
       184 Not Eligble 
        178 Refused to Participate 

598 Women Screened 

236 Randomized 

117 Assigned to Hysterectomy 
       109 Received Treatment 
       as Assigned 

116 Included in 1-Year Primary 
End Point Analysis 

112 Included in 1-Year Primary 
End Point Analysis 

117 Included in 5-Year Primary 
End Point Analysis 

115 Included in 5-Year Primary 
End Point Analysis 

Lancet 2001; 357:2733; JAMA 2004; 291:1456; AOGS 2009; BJOG 2010; Maturitas 2011; Am J 
Obstet Gynecol, 2013 (in press);  
PhD Theses: Ritva Hurskainen 2001, Karoliina Halmesmäki 2007, Satu Heliövaara-Peippo 2012 
 

Ritva Hurskainen Satu Heliövaara-Peippo 

VuoKKo 



Am J Obstet Gynecol 2013 (in press;  
http://dx.doi.org/10.1016/j.ajog.

2013.08.041 



Hysterectomy rate in Finland 



Challenges in acute and emergency 
obstetrics: From practice guidelines 
development to clinical effectivenss 
§  Amniocentesis in the diagnosis of 

subclinical intra-amniotic infection 
§  Prediction of preterm delivery by new 

biomarkers 
§  Abnormally invasive placentation: EU-

collaboration with practice guidelines 
development 

§  Management of retained placenta: medical 
or surgical? 

§  New treatment for massive postpartum 
hemorrhage: Bakri balloon 

§  The disease burden associated with 
placental abruption 

§  Amniotic fluid EPO in the diagnosis of fetal 
asphyxia  

§  Foley catheter balloon for cervical ripening 
and labor induction   

 
 

PhD Students: Grönvall M, Kallioniemi H, Kruit H, Myntti T, Riihimäki O, Seikku L 



Subclinical IAI and preterm birth 
§  Amniocentesis in early diagnosis of 

intra-amniotic infection  
§  Evaluation of new biomarkers 
§  Development of a bedside point-of-

care test (SalWe) 

Leena Rahkonen 

Rahkonen L: PhD Thesis 2010; Prenat Diagn 2010; BJOG 2010; Prenat Diagn 2013; AOGS 2013, AOGS (submitted) 



Amniocentesis 

IAI+ 

Antimicrobial Rx 
Induction of 

delivery 

IAI- 

Tocolysis; Steroids  
Antimicrobial 
prophylaxis 

Postpone delivery 

Subclinical IAI SalWe Ltd. 
SalWe Ltd. is a Strategic 

Centre for Science, Technology 
and Innovation in Health and 

Well-being. 



Abnormally Invasive Placenta (AIP) 

AOGS 2011;90:1140 



Grönvall M, et al: AOGS 2013;92:433; 
Grönvall M, et al: Pelvic arterial embolisation in severe obstetric hemorrhage. A 

case series from a tertiary teaching hospital. AOGS (submitted) 

86%! 



Stefanovic V, et al: AOGS 2013;92:426 

40%! 



Vestibulectomy in the treatment of severe 
vulvar vestibulitis syndrome 
§  Day surgery    

§  Short-term F/U 
§  Long-term F/U 
§  QoL 

§  Pragmatic management guidelines  
§  Tommola P: PhD Thesis program* 

§  VALT; a new entity 

§  National and international visitors 
§  Site visits  
 

*AOGS 2010; AOGS 2011; AOGS 2012 



Take home message 
§  Research, teaching, clinical 

practice go together 
§  Today’s research translates into 

better clinical practice tomorrow! 
§  Increasing number of residents 

or acting consultants are actively 
doing research  

§  Networking is the key 
§  The future of clinical research is 

looking good! 
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