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UCESTALOST

Zdrava, nebirana populacija:
59% crnkinje
43% bjelkinje _

/Day BD et al., 2003/

77%

/Kramer S, Patoe A. 1990/

/Ouyang DW, Norwitz ER, 2016/




Konzervativno lijecCenje

Mifepriston
Andrdgeni-danazol

/P rec. modulatori
hibitor1 aromataze

HE B B H
™

OPERACIJA ?

Priprema: SHG, Hys
MRI

“Klasican” UZV_ 1 HSG
nisu dostatni




U trudnoci
porast dimenzija >10% u 1/3

smanjenje >10% u 1/5
- nema dobrih studija koje koreliraju broj,
velicinu, lokaciju i ishod trudnoce, ali SVE
pokazuju izostanak znacajnijeg nepovoljnog
ucinka



Trudnoce u miomatoznoj

maternici
Klinika 2008-2012, N=135
dob 35,4 god.

100

17 ranija 80
miomektomija:17,6%

® 35 prethodno rodile: 25, 9%

® 84 prva trudnoca 62, 2%

® 22 prethodno pobacaji: 16, 2%
® [VF: 9 (6,6%)

60




Trudnoce nakon miomektomije
Klinika 2008-2012, N=50
dob 35,9 god.

100

15 prethodno rodile: 30,0% 80
® 27 prva trudnoca: 54,0% 60
® 0 prethodno pobacaji: 18,0%
® 3 IVF: 6%




Nacin poroda nakon prethodne miomektomije

® Prsnuce 1:40 vaginalnih

® Primarno s.c. ako se ~ poroda nakon

procijeni da je rizik abdominalne
;o miomektomije
prsnuca 1zuzetno
visok- multiph ® Ni jedno prsnuce nakon
miomi, znaéajno 296 abdominalnih op.
razoren miometri]
®  Rizik je ve¢i nakon LPSC miomektomije

kod op

Prsnuce maternice prije pocetka trudova
u 0,002% nakon abdominalne i 1%

nakon LPSC miomektomije /Tulandi TT,
Barbieri RL, Falk SJ, up to date 2016/




Utjecaj mioma na
implantaciju
i ranu trudnocu - IVF/ICSI

ciklusi — meta analiza /Bajekal , Li
2000/
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Utjecaj SM mioma na implantaciju

i ranu trudnoéu — infertilne Zene — meta analiza
/Pritts EA, Parker WH, Olive DL, 2009/

® SM-—tip 0

W RR p

CPR 4 0,36 0,05
IR 2 0,28 0,003
LBR 2 0,31 <0,001
SA 2 1,68 n.s.

m SM —tip IiII

N

24
14
16
16

RR

0,89
0,79
0,78
1,89

n.s.
<0,001
<0,001
<0,001



Utjecaj submukoznih mioma na

zanoSenje i ishod trudnoce /rackow and Tayior, 2010/

B Biljezi receptivnosti endometrija;: HOXA10, HOXAI11, LIF, BTEBI

® Glavni biljeg receptivnostt mRNA HOXA 10 1 HOXA
11 B8 uZena s submukoznim miomom u
usporedbi s intramuralnim miomom ili bez mioma

® Deficit globalan-ispod mioma, ali i u drugim
dijelovima endometrija

B [nfertilitet posljedica poremetnji molekularnog
mehanizma, a ne mehanickih uzoraka




Infiltracija makrofaga
i stvaranje PG 1 kemokina

u miomu i endometriju
/Miura S et al., 2006/

1}

/Trivedi P, Abreo M, 2009/

SM,IM 1 zdravi miometrij 1 endometri;

- Monocyte chemotactic protein — (MCP-1),
infiltracija makrofizima 1 PGF2alfa u SM 1 IM
znacajno visi no u SSM, u zdravom miometriju 1
u zdravom endometriju

- Stupanj infiltracije makrofaga neovisan o
veliCini mioma

) Upalna reakcija remeti reprodukcijski ishod



SUBMUKOZNI/INTRAKAVITARN
A PROTRUZIJA

® Hys — komplikacije
- adhezije — 7,5% rmounoul € et al, 2008/

POSLIJEOPERACIJSKI ISHOD:



Uc¢inak miomektomije

® PCT - Operirane: neoperirane (spontane
trudnoce)

- 15% apsolutni porast fertilnosti, ali ne 1
smanjenje ucestalosti spontanog pobacaja - nije
pokazan 1shod trudnoce /casini v et a1, 2006/

- 10 studija — nedovoljno dokaza da b1 se mogao
procijeniti rizik komplikacija nakon
miomektomije

/Viswanathan et al., 2007/



Ucinak miomektomije

randomizirana “matched control”studija
/Shokeir T, et al. 2010/




Utjecaj miomektomije na na
fertianSt (SM) /Pritts EA, Parker WH, Olive DL, 2009/

® A.SM in situ N RR p
/bez miomektomije
CPR 2 2,03 0,028
LBR | 2,65 n.s.
SA | 0,77 n.s.
B B. Infertilne bez SM
CPR 2 1,54 n.S.
IR 2 1.11 n.s.
LBR 2 1,13 n.s.
SA 2 1,24 n.s.




INTRAMURALNI

IR 18,2%: 22,1%
CPR 36,9%: 41,1%
SA 15,3%: 7,7% /
19 kontroliranih studija

v

Miomi koji nemaju dodir s endometrijem nemaju utjecaja na
plodnost i iznoSenje
Miomi koji ne mijenjaju oblik endometrija ne umanjuju
uspjeh IVE/ICSI postupaka
Broj mioma nema utjecaj na ishod




® Sve studije N RR p UTJECAJ
CPR 12 0,81 0,06
IR 7 0,68 <0,001 IM
LBR 8 0,70  <0,001 MIOMA
SA 8 1,75 0,002
PD | 6,00 n.s. NA

® Prospektivne studije
CPR 3 0,71 n.s. REPRODU
IR 2 0,55 <0,001
LBR 2 046 0,019 KCIJU
SA 2 2,38 0,002 /Pritts EA,
PD 0

= Studije s HYS Puricer Y7,
CPR 9) 0,84 0.S. Olive DL, 2009/
IR 1 0,71 0,013
LBR 2 0,73 n.s.
SA 2 1,21 n.s.



Forest plot of studies of non-cavity-distorting intramural fibroids versus no fibroids in women
undergoing IVF treatment for outcome of Irs

Neznakovito smanjenje IR /RR 0,87/
u Zena s intramuralnim miomima
u usporedbi sa Zenama bez mioma

Fibroids No fibroids RR (random) RR (random)
i i 95% Cl 95% Cl

Bozdag In press 33/162 250/1299 :t 1.06 [0.77, 1.46)
Dietterich 2000 10730 12/37 1,03 [0.52, 2.04]
Ng 200 13/%6 9/94 el 1.41 (0.63, 3.15]

Rinehart 1993 7/106 9/96 — 0.70 [0.27, 1.82]
Stovall 1998 46/334 65/330 — 0.70 [0.49, 0.99)
=
— ]

Surrey 2001 50/248 293/1037 0.71 [0.55, 0.93]
Vimercati 2007 5§/72 62/416 - 0.47 [0.18, 1.12]
Wang 2004 4771587 60/219 - 1.09 (0.79, 1.51]
Yaral 2002 187183 102/911 —8 0.88 [0.55, 1.41]

ofal (35% C) 1388 4439 0.87 [0.73, 1.03]
otal events: 229 (Fibraids), 862 (No fibroids)

est for heterogenety: Chi* =1085,df =8 (P =0.21),F = 26.3%
est for overall effect Z=160(P=011)

02 05 1 2
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Neznakoviti porast SA /RR 1,24/
u zena s intramuralnim miomima
u usporedbi sa zenama bez mioma

Forest plot of studies of non-cavity-distorting intramural fibroids versus no fibroids in women
undergoing IVF treatment for outcome of miscarriage rates.

Study Fibroids No fibroids RR (fixed) RR (fixed)
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Total (95% CI) 734 977 .99, 1.57]
Total events: 164 (Fibroids), 167 (No fibroids)
Test for heterogeneity: Chi* =1462,df =13 (P=033),F=111%

Test for overall effect: Z =1.85 (P = 0.07)

04 02 0S5 1 2
No fibroids  Fibroids

Sunkara SK et al. Hum. Reprod. 2010;25:418-429

© The Author 2009. Published by Oxford University Press on behaf ofthe Eurgpean Society of
Human Reproduction and Embryology. All rights reserved. F or Permissions, please email:
journas.permissions @oxfordjournas.org




Forest plot of studies of non-cavity-distorting intramural fibroids versus no fibroids in women
<37 years undergoing IVF treatment for outc ome of live birth rates.

Study Fibroids No fibroids RR (random) RR (random)
niN niN 95% Cl 95% Cl
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Total (95% Cl) 739 2077 .89)

Total events: 186 (Fibroids), 647 (No fibroids)
Test for heterogeneity: Chi*=1028,df =7 (P=017),F=319%
Test for overall effect: Z=3.20 (P =0.001)
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8 retrospektivnih studija:
smanjenje Zivorodjenih
u Zena s intramuralnim miomom
Sunkara SK et al. Hum. Reprod. 2010;25:418-429 usporedbi sa 2enama bez mioma /RR 0779
P< 0, 00000

© TheAuthor 2009. Publishedby Oxford U niversity Press on behalf of the European Socidy of
Human Reproduction and Embryol ogy. All rights reserved. F or Permissions, please email:
journals p & missio ns@oxfordjourn als.org




2 prospektivne studije:
smanjenje Zivorodjenih
u Zena s intramuralnim miomima
u usporedbi sa Zenama bez mioma /RR 0,60/
P< 0, 00000

Forest plot of prospective studies of non-cavity-distorting intramural fibroids versus no fibroids
in women undergoing IVF treatment for outcome of live birth rates.

Study Fibroids No fibroids RR (fixed) RR (fixed)
niN niN 95% Cl 95% Cl

Check 2002 14/61 23/61 —_ 0.61 [0.35, 1.07])
Khalaf 2006 16/112 78/322 —_— ] 0.59 [0.36, 0.97]

Total (85% CI) 173 383 B = 0.60 [0.41, 0.87]
Total events: 30 (Fibroids), 101 (No fibroids)

Test for heterogeneity: Chi*=0.01,df =1 (P =0.93),F=0%
Test for overall effect: Z=2.71 (P = 0.007)
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Sunkara S K et al. Hum. Reprod. 2010;25:418-429

© The Author 2009. Published by Oxford University Press on behaf ofthe European Society of
Human Reproduction and Embryology. All rights reserved. F or Permissions, please email:
joumas.permissions @oxfordjournas.org




INTRAMURALNI
AR ciklusi - meta analiza

/Metwally M, Farquhar CM, Li TC, 2011/

® 3 studije: 173 s IM 1478 bez IM — bez razlike u
broju zivorodjenih

B O studiyja: 1300 s IM 1 1875 bez IM — znacajne
razlike u klinickim trudno¢ama ( OR 0,60 IM),

ali se i one gube kad se analiziraju samo

najkvalitetniji radovi

B 4 studije: 495 s IM 1514 bez IM- bez razlike u
ucestalosti spontanog pobacaja




IM miomi

® Analiza ekspresije 22 283 gena unutar mioma 1
u okolini — nije nadjena ni jedna promjena u
genima kojima reguliraju implantaciju

® Disregulacija samo 3 od 25 gena
implantacijskog prozora

® Bez promjena RI i1 PI subendometrijskih
krvnih zila



1 od 100 nakon LPSC

MINILAP

LPSC

® 2 randomizirane studije — isto trajanje 1 gubitak krvi, manja
pOStOp. bol 1 brzi Oporavak uz lpSC /Mais V et al, 1996, Seracchioli R et al. 2000/

® Ruptura tijekom trudnoce — nema studija koje bi
kvalitetno usporedile metode

® Multicentricna studija — minilap: brza, laksa ako je miom
sprijeda, lateralno ili fundus

- Ipsc: brza i lakSa ako je miom
straga i intraligamentarno

- ucestalost trudnoca i zivorodjenih nakon 12 mjeseci
jednaka /Palomba S, et al. 2007, Kasum M 2009, Malzoni et al., 2010/



POSLIJEOPERACIJSKI
ISHOD

Recidiv 27% unutar 3 godine

Retrospektivne studije:

B Rocne trudnoce : 40-50% nakon miomektomije
® Vecina trudnoca unutar 12 mjeseci od op.

® Broj 1 veli¢ina mioma ne utjeCe na mogucnost zanosenja
nakon op.

® Ucinak na smanjenje broja spontanih pobacaja ili porast broja
prijevremenih poroda nije istrazen

® Ni jedna ruptura maternice tijekom 212 poroda (83%
vaginalnih)

/Verkauf BS, 1992, Hallez JP, 1995, Goldenberg M et al., 1995, Kumakiri et al.
2005, PCASRM and SRS, 2008, Desai P i Patel P 2011/



Utjecaj miomektomije na na
fel‘tianSt (IM) /Pritts EA, Parker WH, Olive DL, 2009/

® M in situ N RR p

CPR 2 3,76 n.s.
LBR | 1,67 n.S.
SA | 0,76 n.s.

“..as yet
no data

to support myomectomy
in the treatment of IM myomas to improve fertility outcome”




Australasian CREI Consensus
Expert Panel on Trial evidence /coon s

al., 2011/

® Subserozni — nemaju utjecaj na fertilnost

B [ntramuralni bi mogli utjecati nepovoljno - nema dokaza da enukleac
poboljSava fertilnost

poboljsava fertilnost

® Ucinak vise mioma, njihove veliCine — nepoznat — enukleacija bezuspjesna

® Provjeriti odnos mioma i1 endometrija — MRI, SHG, Hys (osjetljivost i
specificnost UZV i HSG nedostatna)

LijeCenje mioma odgadja trudnocu i ne

preporuca se kao nacin lijecenja infertiliteta
povezanih s miomima.




L

Barbieri,
Falk,

B Asymptomatic leiomyomas Uptodate

- Suggestion not to postpone pregnancy, since leiomyomas, com%IQd]thh
advanced maternal age, may impair fertility and adversely impact pregnancy
(Grade 2C)

- Suggestion not to perform prophylactic myomectomy to prevent pregnancy
complications (Grade 2C)

® Infertile or a history of recurrent pregnancy loss:

- Intracavitary component - myomectomy (Grade 2C).
- Subserosal - against myomectomy (Grade 2C).

- Intramural fibroids that do not distort the uterine cavity, other sources of infertility
should be addressed. The decision to perform a myomectomy should be made
based on patient preference and clinical factors (eg, obstructing of a fallopian tube
or the cervical canal or failure of other infertility treatments).

" VK
Fibroid that deforms the uterine cavity should be removed (Grade 2C).



