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Table 2 Epidemiological data from the study population

Variable Adenomyosis n (%) OR P
Age <40y 154/699 (22.0) 067 (050-021) p <001
Age 240y 94/316 (29.7) 150(1,11-202) p<0M
Smokers % 25/93 (26.8) 1,1{070-184) p=056
Pregnancies
0 233/963 (24.1) 07 (038-131) p=044
= 1 13/46 (28.2) 123 (063-238) p=053
Recurrent miscarriage 26/68 (38.2) 203 (1,21-339) p <0005
(R
ART failure 107/305 (34.7) 214 (159-229) p < 0.0001
Endometriosis 34/97 (35.1) 1,77 (1,14=-277) p=001
Fibroids 48/266 (18] 0,60 (0,42-085)

B < 0005

Puente et al., 2016



Adenomiose

- Aumento risco:

v TPP

v Ruptura uterina (difusa)
v Ruprema

v Aborto

v Pre-eclampsia

v EDT



Achados ecograficos

1. Utero globoso e aumentado 5. Miométrio de textura
heterogénea

2. Areas anecoicas
Intramiometriais 6. Ma definicdo dos limites do
miometrio / endomeétrio

3. Espessamento da parede
uterina /. Espessamento da zona
juncional - 12 mm ou mais

4. Estrias lineares ecogénicas
subendometriais

Khaled Sakhel, 2012
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Fig. 3 Evaluation of the JZ using 3D surface reconstruction mode. a Normal 1Z. b and ¢ thickenned, irregular JZ, where it is not possible to

adequatly differentiate the endometrial-myometrial transition
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Focal Adenomyoma Diffuse
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Table Il MRI adenomyosis appearance distribution according to the surgical endometriosis phenotype.

Phenotype Adenomyosis (n, %) Mo adenomyosis (n, %)
lsolated diffuse  Associated diffuse  Isolated FAOM  Total Total
and FAOM
Endometriosis free (n, %) 55 |9 (34.5) 1 (1.8) 2 (3.6) 22 (40.0) 33 (60.0)
Endometriosis (n, %) 237 34 (14.3) 47 (19.8) 72 (30.4) |53 (64.6) B4 (35.4)
P-value® <0.001 <0.001 <0.001 <0.001
Endometriosis phenotype
SUP (n, %) 40 6 (15.0) 2 (5.0 | (2.5) 9 (22.5) 31 (77.5)
OMA (n, %) 3 9 (29.0) 3 (16.1) | (3.2) 15 (4B.4) 16(51.6)
DIE (n, %) | 66 19 (11.4) 40 (24.1) 70 (42.2) 129 (77.7) 37 (22.3)
P-value™ 0.170 <0.001 <0.001 <0.001
Total (n, %) 292 53 (18.2) 48 (16.4) 74 (25.3) |75 (59.9) |17 (40.1)

FACM, focal adenomyosis located in the outer myometrium; 3P, superficial peritoneal endometriosis; DIE, deep infiltrating endometriosis; MRI, magnetic resonance imaging.
*Chi-test P-value: variables are categorized into two groups (endometriosis versus no endometriosis).
**Chi*-test P-value: variables are categorized into four groups: SUP, OMA, DIE and no endometriosis group.

Human Reprod, 2017
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Forest plot showing individual and combined effect size estimates and 95% confidence intervals
(Cls) in studies that evaluated the likelihood of clinical pregnancy in infertile women with or without
adenomyosis undergoing IVF/ICSI.

Events, Events,
Source Year RR (95% CI) Adenomyosis No-adenomyosis
i
I
Chiang et al. 1999 : * 1.20 (0.58, 2.45) 6/19 38/144
I
|
Maubon et al. 2010 * I 0.41(0.23,0.71) 10/39 71/113
I
I
Mijatovic et al. 2010 — 0.99 (0.62, 1.57) 11/20 30/54
I
|
Costello et al. 2011 : * 1.13 (0.69, 1.85) 13/37 51/164
I
|
Youm et al. 2011 - 0.80 (0.68, 0.95) 66/111 224/302
I
I
Ballester et al. 2012 * : 0.37 (0.15, 0.92) 4/21 28/54
I
I
Salim et al. 2012 + : 0.50 (0.21, 1.21) 4/19 108/256
I
I
Thalluri and Tremellen 2012 - 0.53 (0.29, 0.96) 9/38 78/175
I
Overall (I-squared = 56.8%, p = 0.023) <> 0.72 (0.55, 0.95) 123/304 628/1262
I
|
I
NOTE: Weights are from random effects analysis :
| | T |
A2 20 D 1 2
Adenomyosis worse Adenomyosis better
Paolo Vercellini et al. Hum. Reprod. 2014;29:964-977
human
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Forest plot showing individual and combined effect size estimates and 95% confidence intervals
(Cls) in studies that evaluated the risk of miscarriage in clinical pregnancies obtained at IVF/ICSI in
women with or without adenomyosis.

Events, Events,
Source Year RR (95% ClI) Adenomyosis No-adenomyosis
|
|
Chiang et al. 1999 —{—0— 3.17 (1.37, 7.31) 4/6 8/38
|
Mijatovic et al. 2010 —0——: 0.78 (0.33, 1.86) 4/11 14/30
:
|
Costello et al. 2011 4 | 0.57 (0.15, 2.17) 2113 16/59
|
|
Martinez-Conejero et al. 2011 - 2.01 (1.29, 3.12) 43/131 24/147
|
Youm et al. 2011 ——e 2.46 (1.51, 4.01) 21/66 29/224
:
|
Salim et al. 2012 : + } 18.00 (4.08,79.47) 2/4 3/108
I
|
Thalluri and Tremellen 2012 : + 2.70 (0.31, 23.55) 110 3/81
|
Overall (I-squared = 67.7%, p = 0.005) <> 212 (1.20,3.75) 77/241 971687
:
|
|
NOTE: Weights are from random effects analysis :
T 1
Jd2 25 5 1 2 4 8 16
Adenomyosis better Adenomyosis worse
Paolo Vercellini et al. Hum. Reprod. 2014;29:964-977

© The Author 2014. Published by Oxford University Press on behalf of the European Society of Human

Reproduction and Embryology. All rights reserved. For Permissions, please email: 1
journals.permissions@oup.com rE prnd uct“}n



Endometrial Natural Killer cell density
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Tremellen et al., 2012
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Tratamento
medicamentoso?

Summary of commonly used drugs for adenomyosis.

Class of compound

GnRH analogues

Progestins

LNG-IUS

COCs

NSAIDs

Mechanisms of action

Hypoestrogenic state
Antiproliferative effect
Increased apoptosis

Decidualization and then atrophy of
endometrial tissue

Mild hypoestrogenism

Antiproliferative effect

Anti-inflammatory effect

Endometrial atrophy

Direct local action on adenomyotic
foci

Decidualization and subseguent
atrophy of the endometrium

Reduced prostaglandins synthesis

Effects

Significant reduction of uterine size,
bleeding and pain in short term
period

Improvement of pregnancy rate in
ART cycles

Significant reduction of pain and
bleeding

Significant reduction of menstrual
loss, with increase in
hemoglobin, hematocrit and
ferritin

Decreased uterine volume and pain
symptoms

Benefit from the resulting
amenorrhea

Reduced pain and bleeding

Side effects

Menopausal symptoms (i.e.,
vasomotor syndrome, reduced
bone mineral density, genital
atrophy, mood instability)

Consider add-back therapy for
prolonged treatment

Breakthrough bleeding

Irregular bleeding
Amenorrhea

Spotting

Headache
Thromboembolic events
Gastrointestinal side-effects

Note: COCs = combined oral contraceptives; GnRH analogues = gonadotropin releasing hormone analogues; LNG-IUS = levonorgestrel-releasing intrauterine system; NSAIDs = nonsteroidal anti-

inflammatory drugs.

Vannuccini. Medical management of adenomyaosis. Fertil Steril 2018.

Fertil Steril, 2018



Cirurgia?
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Figure 2. Surgical treatment for adenomyosis and fertility outcomes.

JMIG, 2017



Galliano et al., 2015



Agonista GnRH
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adenomiose?

. Afeta % gesta apos FIV

- Nao é causa isolada de infertilidade (Tuba/EDT)
- Tratamento medicamentoso impede gestacao

. > 35 anos com TE boa qualidade

- RNM/US-TV para diagnostico




gual melhor evidencia?

Tratamento por 3 meses com agonista GnRH

(retrospectivo)

Tratamento agonista + congelar embriOes (retrospectivo)

Usar o melhor embriao possivel (Blasto euploide)

insemine




Forest plot showing individual and combined effect size estimates and 95% confidence intervals
(Cls) in studies that evaluated the likelihood of clinical pregnancy in infertile women with or without
adenomyosis undergoing IVF/ICSI after a short or long protocol down-regulation.

Events, Events,
Source Year RR (95% CI) Adenomyosis No-adenomyosis
|
I
Long protocol |
I
Mijatovic et al. 2010 S 0.99 (0.62, 1.57)  11/20 30/54
I
Costello et al. 2011 : + 1.13 (0.69, 1.85)  13/37 51/164
I
Subtotal (I-squared = 0.0%, p = 0.698) |<> 1.05(0.75, 1.48)  24/57 81/218
I
|
I
I
Short protocol I
I
Maubon et al. 2010 & : 0.41(0.23,0.71)  10/39 71113
Youm et al. 201 -:-0-— 0.80 (0.68, 0.95) 66/111 224/302
I
Salim et al. 2012 + : 0.50 (0.21, 1.21) 4/19 108/256
Thalluri and Tremellen 2012 & : 0.53 (0.29, 0.96) 9/38 78/175
|
Subtotal (I-squared = 64.8%, p = 0.036) = b 0.58 (0.38,0.88)  89/207 481/846
I
I
I
Unknown |
I
Chiang et al. 1999 : -+ 1.20 (0.58, 2.45) 6/19 38/144
I
Ballester et al. 2012 » t 0.37 (0.15,0.92)  4/21 28/54
I
Subtotal (I-squared = 76.1%, p = 0.041) — : — 0.69 (0.21, 2.25)  10/40 66/198
I
I
Overall (I-squared = 56.8%, p = 0.023) <> 0.72 (0.55, 0.95)  123/304 628/1262
I
I
NOTE: Weights are from random effects analysis :
] | | |

A2 .25 5 1 2
Adenomyosis worse Adenomyosis better

Paolo Vercellini et al. Hum. Reprod. 2014;29:964-977
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Reserva ovariana e
endometriose
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Conclusoes

. adenomiose parece associar-se a falha de FIV em
uma populacao com mais de 35-40 anos

. nhao ha necessidade de rastreio universal

- melhor tratamento seria uso agonista GnRH por 3
meses antes da FIV

- priorizar transferencia de blastocisto

. no futuro destruicao adenomioma?

insemine
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