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Topic

What evidence supports IUl and IVF in the management
of endometriosis — related infertility?

Edgardo D. Rolla M.D.
Coordinator — Endometriosis — ALMER @

(Asociacion Latinoamericana de Medicina Reproductiva)
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Topic The role of Ul in infertility

To keep in mind:

1UI requires normal or mild male factor
1UI requires patent tubes
1UI requires sufficient ovarian reserve

Issues that imply that this
treatment’s results correlate with

the severity of the disease
and/or the success of
previous surgery

WES 2011 Conenss on Endormetrioss
Evidence supporting Ul for endo patients

MODERATE QUALITY

PRs: Subit, 2011 Am J Rep Inmun DoublelUlimproves

fertilityinAntiendometral
Aritibody (+) endopts.

MODERATE QUALITY

In min/midendoCOH + U1
= effective asin unexpl. infert.

COH+ IUlusefulinendo

Endo - % PR by COH+ U1
...one key finding of this review is that further studies are urgently needed
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RCCs:  Werbrouck, 2006 Fert & Steril —

SysRev:  Hughes, 1997 Hum Repr
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Evidence supperting IVF for ende patients

ESHRE GUIDELINES

Evidence level 1b High quality

TreatmentwithaGnRHagonis: for 3-6 months before IVF or
€SI shouldbe considered inwomenwith endometriosisasit
increasesthe odds of clinicalpregnancy fourfold. However the
authorsof theCochrane review stressedthat the
recommendation is based on only one property randomized
studyand called for further research, particularty on the
mechanism of action {Sallamet al,, 2006).

High quality

Laparoscopic ovarian cystectomy in patients with unilateral
endometriomas between 3 and 6 cm in dismeter before
IVF/ICSIcan decrease ovarian response without impraoving
cycle autcome [Demirol et al, 2006)

Evidence level 1b

Evi ing IVF for endo patients

MODERATE QUALITY

Laparosc. cystect. signit 1
=) oyarianresponsefor IVFus
drain+coagulation

RCTs: VAR T, 2011 Fert & Steril

-....but the “n” of patients treated suggest more studies should be done
.....ond no reference for live births is included

MODERATE QUALITY

Adenomiosis by MRI (-)for IVF

PNRs: PIVER, 2003 Fert & Steril
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I+ Junction zonethickness= L PR
..compares 37% PR inadenomigsis vs. 50% innommal (Total “n*=97)
P Prossastue mon ransomized stuty
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Evidence supporting Ul for endo patients

ESHRE GUIDELINES

Evidence level 1h High quality

Treatment with intra-uterine insemination (1UI) improves fertility in minimal-mild
endometriasis: Ul with ovarian stimulation is effective but the role of unstimulated
WUl is uncertain (Tummon et al., 1997).

Wt with e

pregnancy rate
Management - Tummon, 1997 - RCT

U1 +GH significantly increased the probabiliy of pregnancy comgared ta 1Ll akne (RAS.1, 01 1.1-22.%1 - Nubsen, 1993 - CT
Systematic review of i trish demonstrated superiority o COH + Ul in ewulatory infer
WHeTa — nalyass of 13 triks: ConCepucn Incremsed By U] - ESHAE Capet Workinop, 1996
Endsmetricats raduced by hallthe efFectivemess of I in S218 eles - Hughed, 1997
rgaily .

plus encometsisis— Costels 2008 5

6 cycies - Werbrouk, 2006 - Case control study

Evidence supperting Ul for endo patients

LOW QUALITY

InminfmidendoCOH + U1~ GIFT
B | mod/sev endo GIFT isbetter

LOW QUALITY

— 3/4 cycles of COH +1Ulin
min/mid endo < GIFT but OK

.6 cycles FR £1%- prognasis worst [fendomore severe

LOW QUALITY

COH + Ul better than
postop medical treat only

ORs:  Lodhi, 2004 Gyn Endocrinol

RAs: Dmowski, 2002 Fert & Steri

RAs:  Lin, 2001 ) FormosMed Assoc )

Evidence supporting IVF for endo patients

ESHRE GUIDELINES

Maderate quality

Riskforrecurrence isnoreason to withhold IVFtherapy after
surgery for endometriosi Ior IV since cumulativ
endometriosisrecurrence ratesare not increased after ovanan
hyper stimulation for IVF (0 Hooghe et

)

Laparoscopic ovarian cystectomy is recommended if an
ovarianendometriomaz4cm in diameter is presentto

confirm the disgnosis histologically; reduce therisk of

infection; improve accesto folliclesand possibly improve
ovarianresponse. Thewoman should be counseled regarding
the risks of reduced ovarian function after surgery andthe loss
of the ovary. The decisonshould bereconsdered if shehas
had previous ovarian surgery. 52011 Consensus

Evidence level 2a

Evidence supporting IVF for endo pal

MODERATE QUALITY

—) In egg donation program
IR, PRand M nendo
or non endo patients

.. 288 live births in enda (25 pes ) - 27.2% innanend (33 Prs.)

MODERATE QUALITY

PNRTs: Gianaroli, 2010 Hum Reprod — Aneuploidy in IVF oocytes
more frequernt in endo pts

MCCs:  Dias, 2000 Fertil & Steril

.. inversz and significant correlation was found benween the proporton of normal
woocytes and (i) female age, (i) ....endometriosi....

MODERATE QUALITY

' ) recipientsofembryosfram
RAs  Simon, 1334 Hum Reprod - Iy endo ovarieshad - IR (P<0.05)
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Evidence supporting 1Vl for endo patients

ASRM Practice Committee - Endometriosis and Infertility

HIGH QUALITY

Treatment of endo patiems with COH + IUl is effective
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Treatment of endometriosis in the female partner of an infertile couple raises a

number of complex clinical questions that do not have simple answers - 2006
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The role of IVF in

infertility

To keep in mind:

Stage lll / IV endo = inflammatory disease
IVF requires acceptable uterine cavity
IVF requires sufficient ovarian reserve

Issues that imply that this
treatment’s results correlate with

the severity of the disease
and/or the story and guality of
previous surgeries

Evidence supporting IVF for endo patients

ASRM Practice Committee - Endometriosis and Infertility

HIGH O

LITY
IVF betterthanEM .....but no new and iarge RCTs to confirm
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Long term GrRH agonist suppression improves PR in severeendo
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Topics for discussion

P Different steges

Deepinfitreting endometriosis
3 11 - wha to trest, when, -, how to trest - stmusted,

IVF — wha, when, - how
ety tadared

Specially protocots
c

Role of cgg donetion
o Live birth primery outcome

Highiighted: topics with evidence presented in this review

52011 Co

Evidence supporting 1Ul for endo

HIGH QUALITY

RCTs:  Tummon, 1997 Fert & St Stimulated iseffective

—)

_but the role of unstimulated (Ul is uncertain

HIGH QUALITY

l Stimulated ismore

effective

HIGH QUALITY

RCTs:  Costello, 2004 AuNZ ] OGyn _
[Syst. Review]

RCTs:  Nulsen, 1993 Obst Gynecol

CC +1Ul better
HMG+ IUl superior
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Evidence supporting IVF for endo patients

ESHRE GUIDELINES

Evidence level 1a High quality

IVF pregnancy ratesare lower in patients with endometrioss
than inthosewith tubal infertility (Barnhart et al,, 2002).

Evidence level 2b Moderate quality

Invitro fertiization (IVF) is appropriate treatment especially if
tubalfunction iscompromisad, if there is also male factor
infertility, and/or other treatments havefailed
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Evidence supporting IVF for endo patients

HIGH QUALITY

Deep endo laparosc. surgery

RCTs: Bianchi, 2007 Fert & Steril does notimprove IVF results

—p

_..and mare ovulatory drugs required for @ smailer total # of oocytes

HIGH QUALITY

Agonistsvs. antag. = PR
RCTs syst.review:  Benschop, 2010 Cochrane BEEp Ag. better ov.responsevs. ant.
stec. or drain+ coag. =EM
.4 studies- 312pts. included or =
Cystec.vs. drain+coag.=PR

..o reference tolive births 3
Cystec. vs. drain+ coag. = NMO
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Surgery for infertility in women with endometriosis

(46) Laparoscopic surgical removal of endometriosis improves fertility in stage | and Il
endometriosis (strong). g

(47) Although RCTs have failed to demonstrate benefit of excision over ablation, it is
recommended to excise lesions where possible, especially where pain is present (weak). g
(48) Laparoscopic excision (cystectomy) where possible for endometriomas is preferred to
laparoscopic ablation (drainage and coagulation) to enhance fertility (strong). a

(49) The best surgical approach to deep endometriosis in women with infertility is unclear
(weak). g

(50) Medical adjunct therapy in conjunction with laparoscopic surgery has not been shown to
have fertility benefit (strong). a
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Surgery for infertility in women with endometriosis

Laremocidn de las lesiones mejora la fertilidad en los estadios Iy Il (alta

evidencia)

Se recomienda la extirpacion de las lesiones, en especial cuando hay dolor

(evidencia débil)

Para mejorar la fertilidad se prefiere la quistectomia de los endometriomas

(alta evidencia)

No esta claro cual es la mejor tactica frente a la endometriosis profunda

para mejorar la fertilidad (evidencia debil)

La terapia médica postlaparoscopica no ha demostrado beneficiar la

fertilidad (alta evidencia)
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Assisted conception for infertility in women with endometriosis

(51) There is no evidence to support the use of controlled OS alone and insufficient evidence to recommend
one agent over another (weak). g

(52) Intrauterine insemination (1Ul) with controlled OS (COS) is effective in improving fertility in minimal and
mild endometriosis, but the role of unstimulated Ul is uncertain (strong). g

(53) Double insemination should be considered for intrauterine insemination (l1Ul) (weak).

(54) Although IVF may be less effective for endometriosis than for other causes of infertility, it should be
considered for use to improve the success rate above expectant management (strong).
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Assisted conception for infertility in women with endometriosis

No hay evidencia que respalde la simple estimulacion ovarica

(evidencia débil)

La IlU bajo estimulo ovarico es util para mejorar la fertilidad en los
estadios minimos y leves, pero el rol de la misma sin estimulo es

incierto (evidencia fuerte)

La IlU doble (en el mismo ciclo) podria ser considerada (evidencia
débil)

A pesar de que la FIV puede ser menos efectiva en la endometriosis
vs otras causas de infertilidad, se indica para llevar las tasas de

embarazo por encima de las del manejo expectante (evidencia fuerte)
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Adjuncts to assisted conception for infertility in women with endometriosis

(55) There is insufficient evidence of benefit of gonadotrophin-releasing hormone (GnRH-a) treatment
before intrauterine insemination (1Ul) (weak). a

(56) There is insufficient evidence of benefit of laparoscopic surgery prior to IUI/COS (weak). g

(57) GnRH analogue administered for 3—6 months prior to IVF/ICSI in women with endometriosis increases
the clinical pregnancy rate (strong). g

(58) There is insufficient evidence to support the use of the combined OCP prior to IVF/ICSI (weak). g

(59) There are no data to compare the approach of pretreatment with the combined OCP versus
gonadotrophin-releasing hormone agonists (GnRH-a) (weak). g

(60) There is no evidence that surgical removal of endometriosis or surgical treatment of endometriomas
(by aspiration or cystectomy) improves success rates through IVF (weak). g

(61) Ovarian response might be reduced in some women who have undergone surgery for endometriomas
(weak). a

(62) Since endometriomas may damage the ovary, and since complications can arise in women with
endometriomas undergoing ART, laparoscopic ovarian cystectomy may sometimes be recommended for

women with endometriomas larger than 3 cm diameter (weak). a
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Adjuncts to assisted conception for infertility in women with endometriosis

Hay evidencia insuficiente acerca de la utilidad de los anéalogos de
GnRH antes de la llU (evidencia debil)

Hay evidencia insuficiente acerca del beneficio de la laparoscopia
antes de la llU (evidencia debil)

El uso de analogos de GnRH por 3 a 6 meses antes de la FIV/ICSI
aumenta las tasas de embarazo (alta evidencia)

Hay evidencia insuficiente acerca del uso de ACOs antes de la
FIV/ICSI (evidencia debil)

No hay datos comparando el pre-tratamiento con ACOs vs analogos
de GnRH (evidencia débil)




Adjuncts to assisted conception for infertility in women with endometriosis

No hay evidencia de que el tratamiento de los endometriomas
(quistectomia o puncion/drenaje) mejore los resultados de la FIV
(evidencia débil)

La respuesta ovarica puede estar afectada en algunas mujeres que
han sido operadas por endometriomas (evidencia debil)

Debido a que los endometriomas pueden dafar el ovario y porque
pueden existir complicaciones en las mujeres que reciben
tratamientos de RA, en algunos casos se puede recomendar la
guistectomia de los endometriomas cuando los mismos tienen un &
mayor a los 3 cm (evidencia debil)
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Medical therapy for infertility in women with endometriosis




Emerging therapies for infertility in women with endometriosis

(64) Lipiodol hysterosalpingogram improves live birth rates in women with endometriosis, but otherwise
unexplained infertility, who are attempting natural conception (weak). g

(65) There is no evidence of fertility benefit from pentoxifylline for women with mild-to-moderate
endometriosis (strong). a

(66) There is no evidence of fertility benefit of TCM over gestrinone or Danazol (weak). g

(67) There is insufficient evidence of increased pregnancy rates from the use of vitamins (weak). a

(68) There is insufficient reliable evidence of improved fertility with mifepristone (weak). a

(69) There is no evidence of impact of rosiglitazone on fertility (weak).
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Emerging therapies for infertility in women with endometriosis

La HSG con LIPIODOL mejora las tasas de embarazo en mujeres con
endometriosis como Unica causa de infertilidad, cuando intentan embarazar

naturalmente (evidencia debil)

No hay evidencia de que la PENTOXIFILINA mejore la fertilidad de aquellas

mujeres con endometriosis leve a moderada (alta evidencia)

La medicinatradicional china no beneficia la fertilidad por sobre la gestrinona o

el danazol (evidencia debil)

Hay evidencia insuficiente acerca de la mejoria en las tasas de embarazo

utilizando vitaminas (evidencia debil)

Hay evidencia confiable insuficiente acerca de la mejoria que la MIFEPRISTONA

puede tener sobre la fertilidad (evidencia débil)

No hay evidencia del impacto de la ROSIGLITAZONA en lafertilidad (evidencia
débil)
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comencemos ahora la
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