SKA Iy
S

@H
S ]

I
W A&

A

wAROy
o

Karolinska
Institutet

Department of Clinical Sciences, Danderyd Hospital

Transvaginal Mesh for Pelvic Organ
Prolapse — Clinical and Histological

Aspects

AKADEMISK AVHANDLING

som for avlidggande av medicine doktorsexamen vid Karolinska
Institutet offentligen forsvaras i Aulan, Danderyds Sjukhus

Fredagen den 27 april 2012 kI 09.00

av

Caroline EImér
Legitimerad Lakare

Huvudhandledare:

Docent Daniel Altman

Institutionen for Kliniska Vetenskaper
KIDS/ Inst for Medicinsk Epidemiologi och
Biostatistik Karolinska Institutet

Bihandledare:

Med dr Bo Blomgren
Centrum for Bildanalys
Uppsala Universitet

Med dr Anders Hallin

Institutionen for Kliniska Vetenskaper
KIDS, Kirurg och Urologkliniken
Danderyds Sjukhus

Docent Christian Falconer
Institutionen for Kliniska Vetenskaper
KIDS, Kinnokliniken

Danderyds Sjukhus

Stockholm 2012

Fakultetsopponent:

Prof Jeanette S. Brown

University of California San Fransisco
UCSF Women's Health Clinical Research
Center

Betygsndmnd:

Docent Sonia Andersson
CLINTEC

KUS Huddinge

Prof Matts Olovsson
Institutionen for Kvinnors och Barns Hilsa
UAS

Docent Folke Flam
Gynkliniken
Capio St Gorans sjukhus FoUU



ABSTRACT

The objectives of this thesis were to assess the objective, clinical, and sexual outcomes
after transvaginal surgery for pelvic organ prolapse using a trocar guided mesh kit, to
ascertain the vaginal in vivo histological inflammatory response to large mesh, and to
identify possible risk factors associated with exposures after transvaginal mesh surgery.

A prospective multicenter cohort study was performed between June 2006 and
March 2007 throughout 26 clinics in the Nordic countries. The 261 women included
underwent pelvic organ prolapse surgery with the Prolift® mesh kit and were examined
at baseline, two months and one year regarding objective anatomic prolapse stage, signs
of vaginal inflammation and subjective symptom assessment. We found satisfactory
anatomic cure rates (between 79 and 86%), few serious complications (3.4%) and
exposures in 11%. Subjective improvements were seen in both questionnaire scores
though not specifically for stress urinary incontinence.

Among women undergoing the above prospective multicenter cohort study, sexually
active women were separately analyzed with regard to sexual function before and one
year after surgery using a specific questionnaire. Overall symptom scores deteriorated
at one year after surgery irrespective of the surgically corrected compartment and of
anatomical corrective success. The deterioration was attributed primarily to behavioral-
emotive and partner related items and not specifically to dyspareunia.

To determine the histological inflammatory response to large vaginal mesh, a
histological study was performed. Ten women undergoing prolapse surgery using mesh
from the prospective cohort study above underwent vaginal punch biopsy sampling
prior to surgery and one year after. The specimens were analyzed microscopically
regarding inflammatory response and compared to 8 healthy controls. At one year, a
persisting low grade host-implant reaction was seen in patients.

Data from the above prospective cohort study was combined with data from a
randomized controlled study comparing transvaginal mesh surgery for anterior prolapse
with traditional plication techniques. Only women undergoing anterior repair with
mesh were analyzed and potential risk factors for developing exposures were assessed.
We found that women who smoked, had given birth to more than two children and who
had systemic inflammatory disease had greater odds of developing exposures.

In conclusion, the four studies in this thesis have shown that transvaginal mesh for
pelvic organ prolapse provides satisfactory anatomical and subjective cure rates at one
year with relatively few serious adverse events. However there are significant risks of
deteriorated sexual function (especially in behavioral/emotive and partner related
aspects), vaginal non infectious inflammation and mesh exposures. We have shown that
women who smoke, have more than two children and suffer from somatic
inflammatory disease are at greater risk of mesh exposures. In spite of partly
encouraging results, the findings pose significant challenges to the overall success and
acceptance of the procedure. Prior to recommending the use of mesh for pelvic floor
correction, all available information on symptoms, the nature of the prolapse, surgical
short and longterm outcomes as well as potential risks and benefits must be adequately
analyzed and considered.
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