Hysterectomy and risk of stress-urinary-incontinence
surgery: nationwide cohort study

Daniel Altman, Fredrik Granath, Sven Cnattingius, Christian Falconer

Summary
Background Hysterectomy for benign indications has been associated with an increased risk for lower-urinary-tract

sequela, but results have been inconclusive. We aimed to establish the risk for stress-urinary-incontinence surgery

after hysterectomy for benign indications.

INTERPRETATION: Hysterectomy for benign indications, irrespective of
surgical technique, increases the risk for subsequent stress-urinary-
incontinence surgery. Women should be counselled on associated risks
related to hysterectomy, and other treatment options should be considered

before surgery.
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... AR polymorphism (combination of 2 alleles containing
more than 21 CAG repeats) is significantly associated with
UUI (P = 0.02). Polymorphisms of ESR-1, CYP17 and
CYP19 were not associated with any subtype of urinary
Incontinence. ...
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Increased risk of thyroid cancer among women
with hysterectomies

Riitta Luoto, MD,? Seija Grenman, MD,b Salla Salonen, StudMed,” and Eero Pukkala, PhD¢

Tampere, Turku, and Helsinka, Finland

OBJECTIVE: Hysterectomy with bilateral oophorectomy has been suggested to increase the risk of thyroid
cancer. We studied the relationship between hysterectomy and thyroid cancer in a population-based setting
in Finland.

STUDY DESIGN: Women undergoing hysterectomy between 1986 and 1995 (n = 17,900) were identified
from the National Hospital Discharge Registry. The cohort was followed up through the Finnish Cancer Reg-
istry until 1997.

RESULTS: There were 118 cases of thyroid cancer diagnosed, 103 papillary and 15 follicular or medullar
type. The incidence for thyroid cancer was significantly elevated (standardized incidence ratio [SIR] 1.38,
95% CIl 1.15-1.64). The increase in the incidence of thyroid cancer was not dependent on the extent of oper-
ation but on the length of follow-up. Thyroid cancer incidence was increased 0.5 to 1.4 years after hysterec-
tomy (SIR 2.00, 95% CI 1.31-2.93), but decreased thereafter (SIR 1.30, 95% CI 0.99-1.67). Hysterectomy
with and without oophorectomy was associated with a similar increase in the incidence of thyroid cancer.
CONCLUSION: Women who have undergone hysterectomy have an increased risk of thyroid cancer during
the first 2 years after the operation. Thyroid cancer and bleeding disorders may share a common back-
ground. (Am J Obstet Gynecol 2003;188:45-8.)
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Modulation of Uterine Iodothyronine Deiodinases—A
Critical Event for Fetal Development?

The outer ring deiodination of T leads to the production
ot T;, which is considered the active thyroid hormone that
interacts with nuclear receptors and wgulates gene tran-
scription (1-3). T; outer ring deiodination (ORD) also gen-
erates another biologically active metabolite, the 3,5-diio-
dothyronine that exerts important metabolic effects, as
described recently (4). Therefore, the ORD is considered an
activating thyroid hormone metabolic path\\ ay. lodothyro-
nine deiodinases are classified into three isoenzymes, based
on several biochemical criteria and on different protein se-

rum and intracellular T, levels during fetal development
have to be regulated to be maintained in a narrow range,
depending on tissue demands. During embryogenesis, thy-
roid hormone receptors are expressed and occupied before
the onset of fetal thyroid function, showing that an important
maternal-fetus thyroid hormone transfer occurs early in ges-
tation (17). Nevertheless, there is a marked gradient of T,
trom the mother to the fetus and circulating T, and T; are
lower in the fetus, probably due to the fact that during de-
velopment D3 is the predominant enzvme expressed in most

Carvalho DP, Endocrinology, 2003;144(10):4250-4252.
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Type 3 Iodothyronine Deiodinase Is Highly Expressed in
the Human Uteroplacental Unit and in Fetal Epithelium

STEPHEN A. HUANG, DAVID M. DORFMAN, DAVID R. GENEST, DOMENICO SALVATORE, AND
P. REED LARSEN

Division of Endocrinology, Diabetes, and Hypertension (S.A.H., P.R.L.) and Department of Pathology (D.M.D., D.R.G.),
Brigham and Women's Hospital, Boston, Massachusetts 02115; Division of Endocrinology (S.A.H.), Children’s Hospital
Boston, Boston, Massachusetts 02115; and Dipartimento di Endocrinologia ed Oncologia Molecolare e Clinica,
Universita'degli Studi di Napoli “Federico II” (D.S.), 80138 Naples, Italy
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Gn-RH Analoga
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Alternatives to
Hysterectomy in the
Management of
Leiomyomas

Gonadotropin-Releasing Hormone Agonists

Gonadotropin-releasing hormone agonists lead to amen-
orrhea in most women and provide a 35-65% reduction
in letomyoma volume within 3 months of treatment (14).
The GnRH agonist leuprolide acetate 1s approved by the
U.S. Food and Drug Administration (FDA) for preoper-
ative therapy in women with anemia in conjunction with
supplemental iron, and i1t 1s most useful in women with
large letomyomas. The effects of GnRH agonists are
temporary, with gradual recurrent growth of lelomyomas
to previous size within several months after cessation of
treatment. In addition, the significant symptoms of
pseudomenopause and adverse impact of the induced
hypoestrogenism on bone density limit their suggested
use to no more than 6 months without hormonal add-
back therapy.
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Sex steroidal regulation of uterine leiomyoma growth and
apoptosis

T.Maruo', N.Ohara, J.Wang and H.Matsuo

Department of Obstetrics and Gynecology, Kobe University Graduate School of Medicine, 7-5-1 Kusunoki-cho, Chuo-ku, Kobe,
630-0017, Japan

Sex steroids and leiomyoma
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Alternatives to
Hysterectomy in the
Management of
Leiomyomas

Epidemiologic studies also suggest that both combined
oral contraceptives andprogestin-only contraceptives also
may decrease the risk of developing clinically significant
lelomyomas.

Nonsteroidal antiinflammatory drugs are effective
Inreducing dysmenorrhea, but there are no studies that
document improvement in women with dysmenorrhea
caused by leiomyomas.



uterine fibroids

The Oxford Family Planning Association found a reduced

risk of uterine fibroids in OC users

Ross RK, Pike MC, Vessey MP, et al.Risk factors for uterine fi broids: reduced
risk associated with oral contraceptives. BMJ (Clin Res Ed) 1986; 293(6543):
359-62 .

Increasing duration of pill use was associated with
Increased protection; 10 years of use resulted in a 30% risk
reduction. These findings were confirmed by a large, case-
control study demonstrating a 50% reduction in risk in
women with more than 7 years of OC use compared with
nonusers (OR 0.5, 95%CI1 0.3 - 0.9)

Chiaffarino F, Parazzini F, La Vecchia C, et al. Use of oral contraceptives and
uterine fi broids: results from a case-control study.Br J Obstet Gynaecol 1999 ;
106 (8): 857 -60[50]



Levonorgestrel-releasing intrauterine device insertion ameliorates leiomyoma-
dependent menorrhagia among women of reproductive age without a significant
regression in the uterine and leiomyoma volumes.

Murat Maki M, Tekcan C, Ozcan N, Cebi M.
Obstetrics and Gynecology Department, Or. Lutfi Kirdar Kartal Research and Training Hospital, Kartal, Istanbul, Turkey.

Levonorgestrel- (LNG) releasing intrauterine device (IUD) insertion revealed significant reduction in visual bleeding

scores and spotting with an increase in amenorrhea and uterine pulsatility index scores. LNG-IUD can be considered
as a simple and effective alternative to surgical treatment in the management of leiomyoma-dependent menorrhagia
of reproductive-age women.




Based on the limited data available it appears overall
that combined OCs and the levonorgestrel intrauterine
system have little effect on the development of uterine
lelomyomas.

Kaunitz AM. Progestin-releasing intrauterine systems and leiomyoma.
Contraception 2007, 75:S130-3. (Level ll)
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Effects of the levonorgestrel-releasing intrauterine system
on proliferation and apoptosis in the endometrium

T.Maruo'?, J.B.Laoag-Fernandez', P.Pakarinen?, H.Murakoshi', L.M.Spitz* and
E.Johansson*

!Department of Obstetrics and Gynecology, Kobe University Graduate School of Medicine, Kobe, Japan, *Department of Obstetrics
and Gynecology, University of Helsinki, Finland, “Institute of Hormone Research, Jerusalem, Israel and *Population Council,
MNew York, USA

*To whom correspondence should be addressed at: Department of Obstetrics and Gynecology, Kobe University Graduate School of
Medicine, 7-5-1 Kusunoki-cho, Chuo-ku, Kobe 650-0017, Japan. E-mail: maruo@ kobe-v.ac.jp

BACKGROUND: The levonorgestrel-releasing intrauterine system (LNg-1LUS) has been shown to be effective in the
management of menorrhagia. In order to evaluate the effects of LNg-IUS on endometrial proliferation and apoptosis,
proliferating cell nuclear antigen (PCNA) expression. apoptosis, Fas and Bel-2 protein expression in the endometrium
were determined at the early proliferative phase of the menstrual cycle before and 3 months after LNg-
IUS insertion. METHODS: PCNA, Fas and Bel-2 protein expression were analysed wsing an avidin—biotin
immunoperoxidase method. Apoptosis was assessed by the terminal deoxvnucleotidyl transferase-mediated deoxy-
UTP nick-end labelling (TUNEL) method. RESULTS: PCNA, immunolocalized both in the nuclei of endometrial
glands and stroma was less abundant 3 months after insertion (P < 0.05). Bel-2 protein, immunolocalized in the
cytoplasm of endometrial glands but not in the stroma, became scanty 3 months after insertion. Fas antigen,
immunolocalized only in endometrial glands before insertion, became prominent in both endometrial glands and
stroma 3 months after insertion. The apoptosis-positive rate of the nuclei in both endometrial glands and stroma
was significantly higher 3 months after insertion relative to that before insertion i < 0L.05), CONCLUSIONS:
LNg-IUS resulted in a decrease in endometrial proliferation and an increase in apoptosis in endometrial glands
and stroma. The increase in apoptosis associated with increased Fas antigen expression and decreased Bel-2 protein
expression in the endometriom may be one of the underlying molecular mechanisms by which LNg-IUS insertion
causes the atrophic change of the endometrinm.
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Progesterone or progestogen-releasing intrauterine systems for heavy menstrual
bleeding.

Lethaby AE, Cooke | Eees M.

University of Auckland, Department of Ohstetrics and Gynaecology, Private Bag 92013, Auckland, Mew Zealand.
a lethabyi@auckland.ac.nz

Update of
i_ochrane Database Syst Rey 200002 CD002 126

CONCLUSIONS: The levonorgestrel-releasing intrauterine device (LNG IUS) is more
effective than cyclical norethisterone (for 21 days) as a treatment for heavy menstrual
bleeding. Women with an LNG IUS are more satisfied and willing to continue with
treatment but experience more side effects, such as intermenstrual bleeding and
breast tenderness. The LNG IUS results in a smaller mean reduction in menstrual
blood loss (as assessed by the PBAC chart) than endometrial ablation but there is no
evidence of a difference in the rate of satisfaction with treatment. The LNG IUS
treatment costs less than hysterectomy but there is no evidence of a difference in
guality of life measures between these groups. There are no data available from
randomised controlled trials comparing progesterone-releasing intrauterine systems to
either placebo or other commonly used medical therapies for heavy menstrual
bleeding.



urerine_Fisroios |

Estrogen receptor « and 3 in uterine fibroids: a basis
for altered estrogen responsiveness

Panagiotis Bakas, M.D.,* Angelos Liapis, M.D.,* Spiros Vliahopoulos, Ph.D.,h Maria Giner, M.D.,*
Stella Logotheti, B.Sc'.,h Georgios Creatsas, M DY A ggeliki K. Meligova, B.Sc.,” Michael N. Alexis,
Ph.D.," and Vassilis Zoumpourlis, Ph.D."

“ 2nd Department of Obstetrics and Gynaecology, Aretaieio Hospital, University of Athens: ® Biomedical Application Unit: and
“ Molecular Endocrinology Programme, Institute of Biological Research and Biotechnology, National Hellenic Research
Foundation, Athens, Greece

Objective: To investigate the relative expression and the DNA-binding status of estrogen receptors a and § in
fibroids and normal myometrial tissue to explore the molecular basis of altered estrogen responsiveness of
leiomyomas.

Design: Biopsy samples from uterine fibroids and adjacent normal myometrial tissue at the follicular phase of the
menstrual cycle.

Setting: Aretaieio University Hospital and the National Hellenic Research Foundation, Athens, Greece.
Patient(s): Thirty-five patients who underwent hysterectomy or myomectomy because of myoma symptoms.
Intervention(s): None.

Main Outcome Measure(s): Deoxyribonucleic acid-binding status of estrogen receptors o and (.

Result(s): The level of messenger RNA expression of estrogen receptor « and 8 and the level of estrogen receptor
as a whole are increased on average to a similar extent in leiomyomas compared with normal myometrium. Oc-
casionally, however, estrogen receptor « is disproportionately increased in leiomyomas, and this appears to in-
crease the amount of estrogen receptor « that binds to the estrogen-responsive element of estrogen target genes
as homodimer rather than as heterodimer with estrogen receptor S.

Conclusion(s): The estrogen receptor a—to—estrogen receptor 3 expression ratio rather than the individual expres-
sion levels determines the fraction of DNA-binding homodimers of estrogen receptor ¢ and possibly the growth
potential of myomas. (Fertil Steril® 2008;90:1878-85. ©2008 by American Society for Reproductive Medicine.)

Key Waords: Uterine myomas, estrogen receptor alpha, estrogen receptor beta, myometrium, fibroids
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Selective estrogen receptor modulators (SERMs) for uterine leiomyomas.

Wi T, Chen X, Xie L.

West China Hospital, Sichuan University, Chinese Cochrane Centre, Chinese EEM Centre, Mo, 37, Guo Xue Xiang,
Chengdu, Sichuan, China, 81004 1. tavutg@hotmail.com

Update of;
_ochrane Database Syst Rey 2007 (2 CO00S287 .

EACKGROUMND: Uterine fibroids are benign tumors that arise from individual smooth muscle cells of the uterus.
Selective estrogen receptor modulators (SERMs) are ER ligands that act as estrogens in some tissues, while
blocking estrogen action in others. There have been many clinical studies of various SERMs for uterine fibroid.
Howwewver, their effectiveness is controversial. OBJECTIVES: To evaluate the evidence for the effectiveness and
safety of selective estrogen receptor modulators in women with uterine fibroids. SEARCH STRATEGY: We
searched The Cochrane Library, MEDLIMNE, the Register of Chinese trials developed by the Chinese Cochrane
Centre, and the Chinese Med Database, Chinese Biomedical Disc (CEMDisc 1978 to July 2004); VIP (1959 to

CONCLUSIONS: There is no evidence from the limited number of studies that
SERMSs reduce the size of fibroids or improve clinical outcomes. Further studies
are required to establish evidence of benefit of SERMs in treating women with
uterine fibroids.
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Chinese herbal medicine for endometriosis.
Flower A Liu JP, Chen S, Lewith G, Little P

Complementary Medicine Research Unit |, Dept Primary Medical Care, Southampton University, Morlington Gate
Farmhouse, Marlington Lane, Ringmer, Sussex, UK, BNB 8506,

AUTHORS' CONCLUSIONS: Post-surgical administration of CHM may have
comparable benefits to gestrinone but with fewer side effects. Oral CHM may
have a better overall treatment effect than danazol; it may be more effective in
relieving dysmenorrhea and shrinking adnexal masses when used in
conjunction with a CHM enema. However, more rigorous research is required
to accurately assess the potential role of CHM in treating endometriosis.
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A pilot study on the off-label use of valproic acid
to treat adenomyosis

Following on the heels of the discovery that endometriosis is an epigenetic disease. we conducted a pilot study
on the off-label use of valproic acid to treat adenomyosis. We found that by the end of the 3-month treatment,
all three recruited patients reported complete disappearance of dysmenorrhea, with an average of one-third
reduction in uterus size. (Fertil Steril® 2008:89:246-50. ©@2008 by American Society for Reproductive
Medicine.)

Adenomyosis, defined as the presence of heterotopic trichostatin A treatment (Wu and Guo, unpublished obser-
endometrial glands and stroma in the myometrium with vation). In addition, trichostatin A suppresses 1L-1B-in-

adjacent smooth muscle hyperplasia, is a common gy- duced COX-2 expression (13), and both trichostatin A and
necologic disease with a poorly understood pathogenesis valproic acid (VPA) induce cell-cycle arrest in endometrial

and is responsible for menorrhagia, dysmenorrhea, and cells (Wu Y, Guo S-W, unpublished observations).
subfertility (1). Until recently, the diagnosis of adeno-

Liu X and Guo SW, Fertil Steril. 2008 Jan;89(1):246-50. Epub 2007 Jan 18.



A pilot study on the off-label use of valproic acid
to treat adenomyosis

Following on the heels of the discovery that endometriosis is an epigenetic disease, we conducted a pilot study
on the off-label use of valproic acid to treat adenomyosis. We found that by the end of the 3-month treatment,
all three recruited patients reported complete disappearance of dysmenorrhea, with an average of one-third
reduction in uterus size. (Fertil Steril® 2008:89:246-50. ©2008 by American Society for Reproductive

Medicine.)

Department of Gynecology, Shanghai Obstetrics and Gynecology
Hospital, Fudan University, Shanghai, China.

Following on the heels of the discovery that endometriosisis an
epigenetic disease, we conducted a pilot study on the off-label use of
valproic acid to treat adenomyosis. We found that by the end of the 3-
month treatment, all three recruited patients reported complete
disappearance of dysmenorrhea, with an average of one-third reduction in
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Mifepristone

3 Monate

Leiomyome verkleinert
Blutungsreduktion 70% -100%

Steinauer J et al. Obstet Gynecol 2004;103:1331-6.
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Selective Progesterone Receptor Modulator
Development and Use in the Treatment of Leiomyomata

and Endometriosis

KEristof Chwalisz, Maria Claudia Perez, Deborah DeManno, Craig Winkel, Gerd Schubert, and Walter Elger

TAP Pharmaceutical Products, Inc. (LC., MC.P., D.D.), Lake Forest, llinois 60045; School of Nursing (C.W.), Georgetown
University, Washingfon, D.C. 20007; Jenapharm GmbH & Co. (G.5.), 07745 Jena, Germany; and EnTec GmbH (W.E.),

OF 745 Jena, Germany

Selective progesterone receptor modulators (SPRMs) rep-
resent a new class of progesterone rece ptor ligands, SPREM=
exert clinically relevant tissue-selective progesterons ago-
nist, antagonist, or mixed agonist/antagonist effects on var-
ious progesterone target tissues in vive. Asoprisnil (JSGT) is
the first SPRM to reach an advanced stage of clinical de-
velopment for the treatment of svmptomatic uterine fi-
broids and endometriosis. Asoprisnil belongs to the class of
11g-benzaldoxime-substituted estratrienes that exhibit
partial progesterone agonist/antagonist effects with high
progesterons receptor specificity in animals and humans.
Asoprizsnil has no antiglucocorticond activity in humans at
therapeutic doses. It exhibiis end ometrial antiproliferative
effects on the endometrivm and breast in primates, Unlike

progesterons antagonists, asoprisnil does not induce labor
in relevant models of pregnancy and parturition. It induces
amencrrhea primarvily by targeting the endometrinm. In
human subjecis with uterine fibroids, asoprisnil sup-
pressed both the duration and ntensity of uterine bleeding
in a dose-dependent manner and reduced tumor volume in
the absence of estrogen deprivation. In subjecis with en-
dometriosis, asoprisnil was effective in reducing nonmen-
strual pain and dyvsmenorrhea. Asoprisnil may, therefore,
provide a novel, tissue-selective approach to control endo-
metriosis-related pain. SPEMs have the potential to become
a novel treatment of uterine fibroids and endometriosis.
{Endocrine Reviews 206: 423- 438, 2005)
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A randomized, controlled trial of asoprisnil, a novel
selective progesterone receptor modulator, in women
with uterine leiomyomata

Kristof Chwalisz, M.D., Ph.D.," Lois Larsen, Ph.D.," Cynthia Mattia-Goldberg, M.S.,"
Anthony Edmonds, M.S.,* Walter Elger, M.D., Ph.D.," and Craig A. Winkel, M.D., M.B.A.*

*TAP Pharmaceutical Products Inc., Lake Forest. Illinois: and " EnTec GmbH, Jena, Germany

Objective: To determine efficacy and safety of asoprisnil in patients with leiomyomata.

Design: Phase 2, multicenter, prospective, randomized, double-blind, placebo-controlled, parallel-group study.
Setting: Twenty-eight sites in the United States and 1 in Canada.

Patient(s): One hundred twenty-nine women with leiomyomata.

Intervention(s): Asoprisnil (5, 10, or 25 mg) or placebo orally daily for 12 weeks.

Main Outcome Measure(s): Uterine bleeding changes by using daily bleeding diaries, hemoglobin concen-
trations, dominant leiomyoma and uterus volume measured sonographically, patient-reported symptoms
related to bloating and pelvic pressure, endometrial thickness and morphology, hormonal parameters, and
standard safety measures.

Result(s): Asoprisnil suppressed uterine bleeding in 28%, 64%, and 83% of subjects at 5. 10, and 25 mg,
respectively, and reduced leiomyoma and uterine volumes. Median percentage decrease from baseline in
leiomyoma volume was statistically significant at 25 mg compared with placebo after 4 and § weeks of treatment;
by week 12, leilomyoma volume was reduced by 36%. There was a significant reduction in bloating with the two
highest doses and in pelvic pressure with 25 mg by week 12. Asoprisnil was associated with follicular-phase
estrogen concentration and minimal hypoestrogenic symptoms.

Conclusion(s): After 12-week treatment, asoprisnil controlled uterine bleeding while reducing leiomyoma volume
and the associated pressure symptoms. Asoprisnil was well tolerated. (Fertil Steril® 2007:87:1399-412. ©2007
by American Society for Reproductive Medicine.)

Key Words: Amenorrhea, asoprisnil (J867). leiomyoma, pelvic pressure, selective progesterone receptor modu-
lators (SPRMs), menorrhagia, progesterone receptor, endometrium



FIGURE 2

Suppression of uterine bleeding during treatment
with asoprisnil. Suppression of uterine bleeding
was defined as having no light, medium, and
heavy bleeding from the end of baseline menses
through the end of dosing. **P=.01 and "™"P=.001
compared with placebo, by using Fisher’'s exact
test.
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CLINICAL THERAPEUTICS

Uterine Fibroid Embolization

Scott C. Goodwin, M.D., and James B. Spies, M.D., M.P.H.

This Journal feature begins with a case vignette that includes a therapeutic recommendation. A discussion
of the clinical problem and the mechanism of benefit of this form of therapy follows. Major clinical studies,
the clinical use of this therapy, and potential adverse effects are reviewed. Relevant formal guidelines,
if they exist, are presented. The article ends with the authors’ clinical recommendations.



Fibroids are the most

common indication for hysterectomy in the United States; a total of 300,000 hys-
terectomies to remove fibroids are performed each year. The overall cost of treat-
ing fibroids was estimated at $2.1 billion in 2000.7 More than 70% of those costs

were directly related to hysterectomy.

N ENGL) MED 361;7 MNEJM.ORG AUGUST 13, 2009






Uterine Artery Embolisation
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Patientin kontrollierte Anasthsie

 Morphin - 2,5 mg Bolus I.v.
 Maximal 4 mal ein Bolus in einer Stunde
o Sperrintervall 5 — 10 minuten

e Antiemetikum



KONSENSUSPAPIER

Uterusarternien-Embolisation zur
Myombehandlung

Ergebnisse eines radiologisch-gyndkologischen Expertentreffens
T.J. Kroncke, M. David, J. Ricke et al.

4. Kontraindikationen fur
eine UAE

4.1. Absolute Kontraindikationen
sind:

B bestehende Schwangerschaft;

B floride Infektion;

B malignitdtsverdidchtige Prozesse.

4.2. Relative Kontraindikationen
sinds

B Kinderwunsch:

® Kontrastmittelunvertraglichkeit;

B manifeste Hyperthyreose;

B GnRH-Vorbehandlung in den
vorausgegangenen drei Monaten
(Risiko von Gefalispasmen).

5. UAE bei Patientinnen
mit Kinderwunsch

Die UAE ist keine Methode im Rah-
men der Kinderwunschbehandlung.
Bevor bei einer Patientin mit nicht
abgeschlossener Familienplanung eine
Hysterektomie in Erwdgung gezogen
wird, sollte die Mdglichkeit einer UAE
gepriift werden.



GUIDELINES

The American College of Obstetricians and Gyne-
cologists (ACOG) concludes “based on good and
consistent evidence (level A)” that “uterine artery
embolization is a safe and effective option for
appropriately selected women who wish to retain
their uteri.”® The ACOG also recommends cau-
tion when considering embolization in women
who desire to retain their ability to conceive, be-
cause age-related amenorrhea can occur in a
small minority of patients and because there is a
possibility of abnormal placentation. The Society
of Interventional Radiology and the Cardiovas-
cular and Interventional Radiological Society of
Europe state that uterine artery embolization “is
indicated for the presence of uterine leiomyoma-
ta that are causing significant lifestyle-altering
symptoms, specifically mass effect on the bladder
or intestines, andfor dysfunctional uterine bleed-
ing that is prolonged, associated with severe dys-
menorrhea, or is causing severe anemia.”?



Since 1997, when uterine fibroid embolization
was introduced into practice in the United States,*®
a number of large observationa! studies have been
performed.t”2* These studies have shown that
menorrhagia is improved in 85 to 95% of pa-
tients, and similar rates of improvement have

been noted with respect to pelvic pain, pressure,
and urinary symptoms.



Goodwin SC, Spies JB, Worthington-Kirsch R, et al. Uterine artery
embolization for treatment of leiomyomata: long-term outcomes from the
FIBROID Registry. Obstet Gynecol 2008;111:22-33.

Pelage JP, Jacob D, Fazel A, et al. Midterm results of uterine artery
embolization for symptomatic adenomyosis: initial experience. Radiology
2005;234:948-953.

Pron G, Bennett J, Common A, Wall J, Asch M, Sniderman K. The Ontario
Uterine Fibroid Embolization Trial. 2. Uterine fibroid reduction and symptom
relief after uterine artery embolization for fibroids. Fertil Steril 2003;79:120-
127.

Spies J, Myers ER, Worthington-Kirsch R, Mulgund J, Goodwin S, Mauro M.
The FIBROID Registry: symptom and quality-of-life status 1 year after
therapy. Obstet Gynecol 2005;106:1309-1318.

Worthington-Kirsch R, Spies J, Myers E, et al. The Fibroid Registry for
Outcomes Data (FIBROID) for uterine artery embolization: short-term

outcomes. Obstet Gynecol 2005;106:52-59. [Erratum, Obstet Gynecol
2005;106:869.]



ADVERSE EFFECTS

In a registry of 3160 women undergoing uterine
fibroid embolization, major complications (as de-
fined by the Society of Interventional Radiology
Clinica! Practice Guidelines) occurred in 0.66%
of registrants during the initial hospitalization
and in 4.8% during the first month after the pro-
cedure.2* More than half of these complications
consisted of persistent or recurrent pain or nau-
sea. In a single-center study of 400 consecutive
patients, the event rate for major complications
was 4.3% during the first year.?>
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Uterine artery embolisation or hysterectomy for
the treatment of symptomatic uterine fibroids:
a cost-utility analysis of the HOPEFUL study

O Wu,? A Briggs,? S Dutton,”< A Hirst," M Maresh,9 A Nicholson,® K McPherson¢

* Public Health and Health Policy, Division of Community Based Sciences, University of Glasgow, Glasgow, UK P Centre for Statistics in
Medicine and “Nuffield Department of Obstetrics and Gynaecology, University of Oxford, Oxford, UK ®Department of Obstetrics and
Gynaecology, 5t Mary's Hospital for Women and Children, Manchester, UK ¢Department of Radiology, Leeds General Infirmary, Leeds, UK
Correspondence: Dr O Wu, Public Health and Health Policy, Division of Community Based Sciences, University of Glasgow, 1 Lilybank
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Objectives To evaluate the relative cost-effectiveness of uterine
artery embolisation (UAE) and hysterectomy in women with
symptomatic uterine fibroids from the perspective of the

UK NHS.

Design Caost-utility analysis.
Setting Eighteen UK NHS hospital trusts,

Population or sample Women who underwent UAE (n = 649;
average follow up of 8.6 years) or hysterectomy (n = 459; average
follow up of 4.6 years) tor the treatments of symptomatic fibroids.

Methods A probabilistic decision model was carried out based on
data from a large comparative cohort and the literature. The two
interventions were evaluated over the time horizon from the initial
procedure to menopause. Extensive sensitivity analysis was carried
out to test model assumptions and parameter uncertainties.

Main outcome measures Costs of procedures and complications
and quality of life expressed as quality-adjusted life years
(QALYSs).

Results Owverall, UAE was associated with lower mean cost (£2536
versus £3282) and a small reduction in quality of life (8.203 versus
8.241 QALYs) when compared with hysterectomy. However, when
the quality of life associated with the conservation of the uterus
was incorporated in the model, UAE was shown to be the
dominant strategy—Ilower costs and greater QALYs.

Conclusions UAE is a less expensive option to the health service
compared with hysterectomy, even when the costs of repeat
procedures and associated complications are factored in. The
quality of life implications in the short term are also predicted to
tavour UAE; however, this advantage may be eroded over time as
women undergo additional procedures to deal with recurrent
fibroids. Given the hysterectomy is the current standard treatment
for symptomatic fibroids, offering women UAE as an alternative
treatment for fibroids is likely to be highly cost-effective for those
women who prefer uterus-conserving treatment.

Keywords Cost-utility analysis, hysterectomy, uterine artery
embolisation.



The Uterine Artery Embolization (UAE) versus
Hysterectomy for Uterine Fibroids trial (EMMY;
ClinicalTrials.gov number, NCT00100191) was a
multicenter, randomized trial in which uterine
fibroid embolization was compared with hysterec-
tomy among 177 patients in the Netherlands.2223
Patients in the embolization group had a more
rapid recovery and a shorter hospital stay than
those in the hysterectomy group (2.7 vs. 5.1 days
in the hospital), but were more often readmitted
to the hospital (11.1% vs. 0%). Both groups had
substantial and similar improvements in health-
related quality of life, and similar proportions
of patients considered themselves to be at least
“moderately satisfied” with the outcome at 24
months (92% in the embolization group and 90%
in the hysterectomy group). Patients who had



Health Technology Assessment 2008; Vol. 12: No. 5

A multi-centre retrospective cohort
study comparing the efficacy, safety and
cost-effectiveness of hysterectomy

and uterine artery embolisation for

the treatment of symptomatic uterine
fibroids. The HOPEFUL study

A Hirst, S Dutton, O Wu, A Briggs,
C Edwards, L Waldenmaier, M Maresh,
A Nicholson and K McPherson



The mean cost of uterine fibroid embolization was $8,293

The mean total cost over the first year was $13,270

Dembek CJ, Pelletier EM, Isaacson KB, Spies JB.

Payer costs in patients undergoing uterine artery embolization,
hysterectomy, or myomectomy for treatment of uterine fibroids.
J Vasc Interv Radiol 2007;18:1207-1213
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Results:

Conchision:

Symptomatic Uterine Fibroids:
Treatment with Uterine Artery Embolization
or Hysterectomy—_Hesults from the
Randomized Clinical Embolisation versus
Hysterectomy EMMY) Trial

The SF-36 MCS and PCS, Health Utibties Incdex Mark 3,
EuroCiol 500, and LT scores were improved sigiificantly in
both groups at 6 months and aferward (P < .05). The DI
score was mmproved significantly in anly the UAE group at 6
months and afterward (P < J05). No differences betwean
groups were observed, with the exception of PCS scores at
G-weak Fallow-up: Patients in the UAE group had sigmficantly
better scores than did patents m the hysterectomy group
[F < 001 ). Improvernent i PCS score at 24-month follow-up
was symificantly higher for patients who were employed at
baselne (F = (35). At 24-month [ollow-up, patents in the
hysterectomy group were sigmbicantly more satished than
those m the UAE groap (P = J(02).

Both UAE and hysterectomy improved HROQOL. No differ-

ences wers ohserved betwesn groups regarding HROOL at
Zd-month follow-up. On the basis of HROOL resulis, the

authors deterrmned that UAE i= 8 good alternative to hyster-
eriolny.



‘I. - E 1] .[.
Hermn it =

s T

Prim.Prof.Dr. Gerhard Mostbeck, Zentralrontgeninstitut WILHELMINENSFITAL

Herrn
Prim.Univ.Prof.Dr. Othmar Zechner, Urologie

KAV — Teiluntemehmung
Hrankenanstaltlan der Stadt Wien

Herm
i i Taln i Wiheiminenspital der Stadt Wien
Prim.Univ.Prof.Dr. Heinrich Salzer, Gynakologie 2 Medteirieme Al | Lungeishisliing
Viorstand: Prim. Univ, Prod. Dr. Meinhard Kneyss]
im Hause
Mondesristralie 37
A-1160 Wien

Tel: (+43 1} 48150220

Fao: {+43 1] 48150-2204

E-Mafll: wil. 2rmedEavienkav.at
hitp:hawen. wilheiminenspital info
o ihnarer winnkaw, atied

23, Janner 2009 / NK
|

Gesprichsprotokoll vom Freitag, 23.01.2009

Teilnehmer: Prim.Prof.Dr. Gerhard Mostbeck, Zentralréntgeninstitut
Prim.Univ.Prof.Dr. Othmar Zechner, Urologie
Prim.Univ.Prof. Dr. Heinrich Salzer, Gyné&kologie
Prim.Univ_Prof.Dr. Meinhard Kneussl, 2. Medizinische Abteilung — Lungenabteilung
Univ.Doz. OA Dr. Felix Wantke, 2. Medizinische Abteilung — Lungenabteilung

Bei Frau besteht bekannterweise eine Lymphangiomyomatose
(LAM) mit retroperitonealem Befall. Die Erstdiagnose wurde 2005 gestellt. Die Verifizierung der
Diagnose 2008 im Rahmen einer Bronchoskopie ho.

Zum weiteren Procedere ist Folgendes geplant:
Bei Univ.Prof.Dr. Huber im AKH ist eine Hormon-Kombinationstherapie von Nolvadex 10 mg und
Enantone-Gyn besprochen.
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10 MG NOLVADEX

ENANTONE GYN
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MR — Tomographie des Abdomens vom 19.05.20009:

Es liegt eine auswarts durchgeflihrte und eingescannt eine
Computertomographie vom 26.11.2008 zum Vergleich vor.



Im Vergleich zu dieser Computertomographie zeigen die sehr
ausgedehnten retroperitonealen Tumormassen, die entlang der gesamten
Aorta abdominalis vom retrocruralen Bereiche bis ins kleine Becken zu
verfolgen sind, eine leichte GrofRen-abnahme. Insbesondere die grof3en
Tumormassen die caudal der Aortenbifurkation zu beobachten waren sind
etwa um die Halfte ihrer Grol3e reduziert. Demgegentber zeigt eine
groRere Tumormasse die an der linken Beckenwand dorsal der lliaca
Externagefal3e gelegen sind keine eindeutige Grolienanderung. Auch die
multiplen polyzyklisch begrenzte Lasionen in der Leber zeigen keine
eindeutige Anderung ihrer Form und GroRe. MR-tomographisch kommen
T2-gewichtet weiterepunktformige hyperintense Lasionen in der Leber zur
Darstellung die computertomographisch nicht erfasst wurden, dies ist
jedoch methodisch bedingt. Bekanntes grof3eres Uterusmyom. Keine
nachweisbaren Herde an den Nieren. Keine freie Flissigkeit im Abdomen.

ZUSAMMENFASSUNG:

GrolRenreduktion der sehr ausgedehnten retroperitonealen Tumormassen,
soweit die Methoden vergleichbar sind, insbesondere im
Unterbauchbereich. Keine eindeutige Anderung der Veranderungen an der
linken Beckenwand und der Leber.



- - = Ergebnisteil - - -

Untersuchungsdatum: 09-11-2009
Untersuchungszeit: 03:16

Befundender Arzt: Barnerth Elisabeth, Dr.
Vidierender Arzt: Barnerth Elisabeth, Dr.
Vidierungsdatum: 10-11-200% 03:07

Befund:
Sonographie der Nieren und des Retroperitoneums vom 09.11.2009:

Sonographie des Oberbauches vom 09.11.2009: Soweit mit
importierten auswartigen Bildern (CT vom 26.11.2008) und einer
hierorts durchgefihrten Voruntersuchung (MR vom 19.05.2009)
vergleichbar, besteht der Eindruck einer weiteren Gréfenabnahme
der hypoechogenen Weichteilvermehrung im Retroperitoneum, welche
entlang der Iliacalgeféafie rechts bis maximal 1,7 cm, links
maximal 1 cm teilweise semizirkuldr um die Gefafe angeordnet 1ist.



Ergebniateil

Untersuchungsdatum: 01-03-2010

Untersuchungszeit: 09:39
Befundender Arzt: Barnerth Elisabeth, Dr.
Vidierender Arzt: Barnerth Elisabeth, Dr.

Vidierungsdatum: 01-03-2010 09:55

Befund:

Sonographie der Nieren und des Retroperitoneums vom 01.03.2010:
Sonographie des Oberbauches vom 01.03.2010: Verglichen mit einer
Voruntersuchung vom 09.11.2009 zeigt sich eine weitere
GréfRenabnahme der hypoechogenen Weichteilvermehrung im
Retroperitoneum, welche entlang um die Aorta und den
Iliacalgefdfen bis maximal 1 cm teilweise semizirkular um die
GefadRe angeordnet ist. Allerdings ist die Abgrenzbarkeit
gegeniiber dem retroperitonealen Fettgewebe schlecht, sodass
genaue Ausmessung schwierig sind. Auch der etwas grdfiere Anteil
zwischen rechtem Nierenhilus und Vena cava inferior zeigt eine
GrdéRenreduktion auf etwa 4 x 1 cm. Im Ubrigen ergibt sich keine
Befundanderung:
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High rates of autoimmune and endocrine disorders,
fibromyalgia, chronic fatigue syndrome and atopic diseases
among women with endometriosis: a survey analysis

N.Sinaii', S.D.Cleary*, M.L.Ballweg®, L.K.Nieman! and P.Stratton'

Human Reproduction Vol.17, No. 10 pp. 2715-2724, 2002



« US ENDOMETRIOSIS ASSOCIATION
« US — NIH

« ENDOMETRIOSIS AND RISK FOR
FIBROMYALGIA

e CHRONIC FATIGUE SYNDROM
e SLE, RA
« SJORGEN SYNDROM
« HYPOTHYREOSE



US ENDOMETRIOSIS ASSOCIATION
US NIH

ENDOMETRIOSIS AND RISK FOR
e ALLERGIEN
e ASTHMA
« ECZEMA



ENDOMETRIOSE

UND DYSPLASTISCHE NAEVI
MELANOM



Goserelin

e BrJ Obstet Gynaecol 1999;106(7):672-7

® no therapy vs. goserelin (Zoladex®) s.c.
q28x6

®* Nn=269; AFS II/IV; 24 mos
e Ergebnis

* weniger Rezidive n. 1a: 13% vs. 21%

* weniger Rezidive n. 2a: 23% vs. 36%
® rezidivfreies Intervall sign. langer




Low-Dose Danazol

Hum Reprod 1999;14(9):2371-4

alle: surgery + GnRH-Analogon (triptorelin
3.75mg) g28x6

® rand.: danazol 100mg/d f. 6 mos vs. no
further therapy

®* n=28; AFS III/IV; 24 mos follow-up
Ergebnis
®* Schmerzscore besser p<0.01

®* Rezidive 44 vs. 67% p<0.05 i
® side effects gleich %
1]
3
:

B 2



GnRH + Anastrozol

e Hum Reprod 2004;19(1):160-7

® OP + Goserelin 3.6mg g28x6 +/- Anastrozol
1mg/d 6 mos

® n=97; severe endometriosis (rASRM score
>40); 24 mos follow-up

e Ergebnis
® langer rez.-frei 2.4 vs. 1.7 mos (p=0.009)

®* weniger Schmerzrezidive 35% vs. 8%
® BMD-Verlust hoher; QOL gleich



Ebert AD, Bartley J, David M.

Aromatase inhibitors and cyclooxygenase-
2 (COX-2) inhibitors in endometriosis: new
guestions--old answers?

Eur J Obstet Gynecol Reprod Biol. 2005
Oct 1;122(2):144-50. Epub 2005 Sep 12.









