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Uterine fibroids 

Fibroids are benign tumors that originate from the uterine 
smooth muscle tissue (myometrium) whose growth is 
dependent on estrogen and progesterone. 

 
Fibroids are rare before puberty, increase in prevalence 
during the reproductive years, and decrease in size after 
menopause 

Donnez and Dolmans, Human Reropuction Update 2016 



Pathogenesis of uterine fibroids 

Mutated stem cell 

Reis F et al, Best Pract Res Cl Ob, 2015  
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Effects of hormones on myometrial cells 

Bouchard P et al, Fertil Steril, 2011 

Tal R, Segars JH. Hum Reprod Update. 2014 
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FIGO classification 
PALM-COEIN 2011 



Uterine fibroids: symptoms and signs 

AUB 

pelvic pressure 

Anemia 

urinary retention 

Infertility 

urinary frequency  
and urgency 

bowel dysfunction 

low back pain constipation 
dyspareunia 

De La Cruz MS and Buchanan EM, Am Fam Physician 2017 



Objective 1  To investigate the effect 
of fibroids on fertility 



Hysterectomy, laparoscopic myomectomy and hysteroscopic myomectomy are the most widely used surgical 

interventions for myomas 

Alternatives to surgical intervention include uterine artery embolization (UAE), high-frequency magnetic 

resonance-guided focused ultrasound surgery (MRgFUS) and vaginal occlusion of uterine arteries 

Donnez et al, Hum Reprod Update 2016 

Therapy for the management of fibroids: the current armamentarium 



Factors influencing the management of uterine fibroids 

Fertility 

preservation 
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Donnez J et al, Climateric 2019 

Medical therapies for the management of fibroids 



SPRMs act as both progesterone agonists and progesterone 
antagonists 

SPRMs 

Basal 
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PR PR 

PR PR 

Co-activators 
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Chabbert-Buffet et al. Hum Reprod Update 2005;11:293–307;  
Madauss et al. Mol Endocrinol 2007;21:1066–1081;  

Spitz. Curr Opin Investig Drugs 2006;7:882–890 
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SPRMs: mechanisms of action on uterine fibroids 

Decreased blood supply  (    NO ) 
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Ciarmela et al, Reprod Sci, 2014 



AZIONE DIRETTA SUL FIBROMA 

- Riduzione del volume del fibroma 
- Inibizione della proliferazione cellulare,  
       induzione dell’apoptosi, azione antifibrotica 

AZIONE DIRETTA SULL’ENDOMETRIO 

- Riduzione rapida del bleeding  
- cambiamenti  benigni e reversibili del tessuto 

endometriale (PAEC) 

AZIONE SULL’ASSE IPOTALAMO-IPOFISI 

- Inibizione del picco di LH   
- I livelli di estradiolo sono mantenuti  
       come in fase medio follicolare 

Chabbert-Buffet et al. Hum Reprod Update 2005; Xu Q et al. J Clin Endocrinol Metab, February 2005;  Curr Opin Investig Drugs 2006; Chabbert-buffet PD study JCEM 2007; 

 Madauss et al. Mol Endocrinol 2007; Mutter GL, et al. Modern Pathology 2008; Horak et al. Int. J. Endocrinol. 2012, Spitz. Courtoy et al. Fertil Steril 2015 

SPRMs (UPA): mechanisms of action on uterine fibroids 



Riduzione del volume 
dei fibromi 

ULIPRISTAL 
ACETATO 

2016 



SPRMs: side-effects 

Breast tenderness (4%) 

Feeling dizzy (2%) 

Headaches (7%) 

Mood changes (4%) 

Nausea (6,5%) 

Pelvic pain (8,5%) 

Tiredness (5,5%) 

Insomnia (2%) 

Hot flush (12%) 

Ovarian cyst (1,5%) 

Endometrial thickening >16mm (10-15%) 

Nonphysiological endometrial changes (PAEC) (12%) 
 



ULIPRISTAL ACETATO E 
FERTILITÀ 

Type 2 myomas or multiple myomas type 
2 to 5 or  myoma type 2-5 



• Immesso in commercio in Italia a 
fine 2014 con indicazione nel 
trattamento intermittente (fino a 4 
cicli) dei sintomi da moderati a gravi 
di fibromi uterini in donne adulte in 
età riproduttiva.  

• Nota 51 

• Se non sono rilevati problemi al 
fegato, è possibile utilizzare un 
singolo ciclo di Esmya in donne che 
stanno per sottoporsi a un 
intervento chirurgico per i loro 
fibromi; Esmya può essere utilizzato 
per più di un ciclo solo in donne che 
non possono sottoporsi a un 
intervento chirurgico. 

SPRMs: Ulipristal acetate (UPA) 



UPA 5 mg UPA 5 mg 

12 weeks 12 weeks 

UPA 5 mg UPA 5 mg 

12 weeks 12 weeks 

menses 

Safety of repeated use of ulipristal acetate in uterine fibroids: liver 
tests and monitoring 

Monitoraggio delle funzionalità epatiche 2-4 settimane dopo l’interruzione del trattamento 

Monitoraggio delle funzionalità epatiche prima dell’inizio del trattamento 

Monitoraggio mensile delle funzionalità epatiche (nei primi due cicli) 

Il trattamento non deve essere iniziato se i livelli degli enzimi epatici sono più di 2 volte il limite superiore di normalità (ALT o AST >2 il 
range di riferimento, isolati o in combinazione con bilirubina > 2 x il limite superiore). 
Durante il trattamento se il test è anormale (livelli di enzimi epatici (ALT/AST) superiori a 3 volte il limite superiore di normalità), il 
medico deve interrompere il trattamento e monitorare attentamente la paziente. 
Una scheda paziente sarà inclusa nella confezione del medicinale per informare le pazienti sulla necessità di monitoraggio del fegato e 
per contattare il proprio medico nel caso in cui sviluppino sintomi di danno epatico (come stanchezza, ingiallimento della pelle, urine 
scure, nausea e vomito) 

Comitato di Valutazione dei Rischi per la Farmacovigilanza (PRAC), 14-17 maggio 2018 



UPA in donne che devono essere sottoposte a IVF: quale ruolo? 

UPA 



Riserva ovarica 



•Esmya treatment does not have any adverse effect on the quality of embryos in the morphological assessment 
during the ICSI procedure.  
 
•Pregnancy does not induce changes in fibroid size following earlier treatment with ulipristal acetate.  
 
•Treatment of uterine fibroids is recommended before planned pregnancy to minimize the risk of obstetric 
complications. 

UPA in donne che devono essere sottoposte a IVF: quale ruolo? 

35-year-old nulliparous 
Before ICSI procedure 3-month treatment with Esmya 5 mg for 
84 days 
Myomas size was reducted 

Pregnancy obtained 
No fibroid growth was observed throught the pregnancy 

38th week: PROM and vaginal delivery. No PPH. No neonatal complication 
Post-partum visit: normal size of the uterus. No myomas regrowth. No maternal anemia 

Wdowiak A. Prz Menopauzalny 2014 

“Pre-treatment with ulipristal acetate before ICSI procedure: a case report” 



UPA in donne che devono essere sottoposte a IVF: quale ruolo? 

2018 
42-year-old nulliparous 
46mm intramural fibroid distorting the uterine cavity 
contour and a 21mm isthmic fibroid. 
3 AID  3 COH+AID 2 IVF-ET 3 FET (Failed!!) 
The patient underwent two fresh fertility preserving IVF 
cycles, with cryopreservation of 9 day-3 embryos, followed 
by a 12 weeks course of Ulipristal (5 mg per day) 

Seven days after completion of UPA course, TVS revealed shrinkage of her intramural and isthmic fibroids to 27 
and 13 mm, respectively 
Forty-five days after completion of UPA treatment the patient underwent her first unsuccessful FET with her own 
previously cryopreserved embryos. Her 2nd FET cycle, started 76 days following UPA led to conception 



UPA in donne che devono essere sottoposte a IVF: quale ruolo? 

Pochi dati sono presenti in letteratura sulla fertilità o sul tasso di gravidanze in seguito a cicli di UPA 

2014 

- Pregnancy rate of 71% in the group of patients wishing 
to conceive 
- Pregnancies were obtained after UPA treatment in 15 
women also who did not undergo surgery (2) 
- No neonatal complications 
- No patients experienced problems related to their 
fibroids during pregnancy or after delivery 
- Long-term follow-up has shown no significant regrowth 
of symptomatic fibroids in a large majority of women 



Review Article 

Pregnancy Outcomes Following Ulipristal Acetate for Uterine Fibroids: 
A Systematic Review 
C De Gasperis-Brigante BSc, S S.Singh MD, G Vilos MD, S Kives MD, A Murji MD                   8/2018 

Case series of two Canadian tertiary referral centres 
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15 
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Review Article 

Pregnancy Outcomes Following Ulipristal Acetate for Uterine Fibroids: 
A Systematic Review 
C De Gasperis-Brigante BSc, S S.Singh MD, G Vilos MD, S Kives MD, A Murji MD                   8/2018 

Case series of sistemativ review 



The role of Ulipristal Acetate in infertile women with submucosus fibroids:  
our results  

Prospective observational study between March 2017 to March 2018, including all 
couple referred to our infertility and IVF clinic with a diagnosis of submucosal myoma 
distorting the uterine cavity 

Submucosal myoma with more than 3 cm diameter and not treatable with one step hysteroscopy (Type 1 to Type 2 
FIGO distorting the uterine cavity) 
 

More than 2 fibroids, other causes of uterine cavity abnormality, previous surgery for infertility, history of PID, PCOS, 
clinical or ultrasound suspicious for endometriosis. No chronic disease. 

UPA 5 mg 
1 cycle (84 days) 

up to 3 cycle 
A normal uterine cavity at 

sonohysterography was 
considered the condition to 

proceed to ART 



Patients' Characteristics  

Age  33.72 ± 1.77  

BMI  23.44  ± 1.86  

Nulliparous  20 (74)*  

Primiparous  7 (26)*  

Previous miscarriage  14 (52)*  

Number UPA cycle  

Patients with one fibroid 

Patients with two fibroids 

1.8±0.58  

15 (55)* 

12 (45)* 

Patients’ biochemical 

 parameters  

Before UPA Before IVF P value 

FSH 9.83 ±1.14 10.04±1.26 0.0034 

AMH 1.15 ± 0.26 1.11±0.23 0.095 

Hb 11.06 ± 0.66 11.51±0.50 0.0001 

Hct 36.58 ± 1.47 37.11±1.19 0.0027 

Data are expressed as median ± Standard Deviation 

*Data are expressed as absolute number (percentage) 

The role of Ulipristal Acetate in infertile women with submucosus fibroids:  
our results  

40 patients with infertility and 
submucosal myoma (Type 1 and Type 2) 

were referred to our fertility clinic 
 
 
 
 

27 were enrolled in the study and 
received 1 to 3 cycle of UPA treatment 



Data are expressed as median ± Standard Deviation 

*Data are expressed as absolute number (percentage) 

The role of Ulipristal Acetate in infertile women with submucosus fibroids:  
our results  

IVF outcomes  

Oocyte retrieval  4.44±1.29  

Number Embryos obteined 3.44±1.20  

Biochemical pregnancy  15 (57.6)*   

Ongoing pregnancy  13 (50)*   

Healthy babies delivered 9 (34.6)* 

F ib r o id s ' v o lu m e  r e d u c tio n

F ib r o id s '  v o lu m e  ( m l )

B e fo re  U P A A fte r  U P A

0

2 0 0

4 0 0

6 0 0

8 0 0

The mean diameter of the fibroids distorting the cavity was 5.5 (raging from 3.7 to 6.3 cm), while the mean volume was 65.4 ml 
(ranging from 48 to 107 ml) 

The patients received a mean of 1.8 cycle leading to a mean reduction in the 
volume of the myoma of 41% (range 16 to 76)  

 
Only one patient did not respond to UPA treatment and showed a volume 
augmentation of 9.2% and was therefore excluded from the study and referred 
to surgery after the first 3-month cycle. 



The role of Ulipristal Acetate in infertile women with submucosus fibroids:  
our results  

Restoration of normal uterine cavity  by 
UPA treatment, improves pregnancy rate 

and may avoid surgery 

First series, where UPA has been used in patient with  fibroids distorting the uterine cavity prior to 
IVF treatment, demonstrating an ongoing pregnancy rate of 50% 

 
Mean volume reduction of 41% and only one patient was referred to surgery because no fibroid size 
reduction was detected 

 
We didn’t observe any complication during pregnancy, related  to excessive growth of the myomas.  

 
Pre ART UPA treatment does not impairs embryos quality or foetal morphology and the subsequent 
pregnancy did not affect fibroid size 


