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Individual impact » Societal impact

Delay in diagnosis
O * Medical costs ’A

» Dysmenorrhea - Surgical costs t‘
* Dyspareunia » Caregiver costs

' e Chronic pelvic < Absenteeism ’ ’ ’
Earlier puberty pEn + Reduced productivity

at work

9.570 euros/ano/paciente

Chapron C et al. L’endométriose : un nouveau paradigme ! Med Sci (Paris).
Fourquet J el al. Fertil Steril 2010
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Clinical diagnosis of endometriosis: a call to action =

Sanjay K. Agarwal, MD; Charles Chapron, MD; Linda C. Giudice, MD, PhD; Marc R. Laufer, MD; Nicholas Leyland, MD;
Stacey A. Missmer, ScDj; Sukhbir S. Singh, MD; Hugh S. Taylor, MD

Rethinking mechanisms, diagnosis and
management of endometriosis

Charles Chapron &, Louis Marcellin, Bruno Borghese & Pietro Santulli

Reimagining Endometriosis

Hugh S Taylor *
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Ce n’est pas un probléme des
femmes, c ‘est un probléme de
la société.

Emmanuel Macron
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S

10% das mulleres en idade reproductiva

>170 mill. a nivel mundial

En Espafa: 1.700.000 (1-2 milléns)
425.000 con formas severas

*3999

Gemmell, et al. 2017, Zondervan et al. 2020
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10% das mulleres en idade reproductiva éiiééiéééé

>170 mill. a nivel mundial

En Espafa: 1.700.000 (1-2 milléns)
425.000 con formas severas

% 25-50% das ¢ con infertilidade
ccov  30-80% das ¢ con dor pélvica crénica

Gemmell, et al. 2017, Zondervan et al. 2020
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Definicién Enfermidade inflamatoria, crénica, estréxeno-dependente, na que o tecido
endometrial prolifera fora da cavidade uterina, fundamentalmente a través da
menstruacion retrégrada.
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Definicion Enfermidade inflamatoria, crénica, estréxeno-dependente, na que o tecido
endometrial prolifera fora da cavidade uterina, fundamentalmente a través da
menstruacion retrégrada.
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THE LANCET
Endometriosis is a chronic systemic disease: clinical challenges

and novel innovations

Hugh S Taylor, Alexander M Kotlyar, Valerie A Flores

Liver Brain Spleen Lung Adipose tissue

t t t

Peritoneal lesions Endometrioma and

ﬁj Endometriotic cells ovarian endometriosis
&/ MicroRNAs: miR-125-5p, miR-342-3p,
| miR-143-3p, miR-451a miR-145-3p, miR-500a-3p
miR-150-5p, miR-18a-5p miR-3613, Let-7b
V7 “ Cytokines: 1L-6, IL-8, CCL2, CCLS, TNFo
T—P Stem cells (BMDCs and MSCs) 4—T

Uterus

Enf. inflamatoria
sistémica




XV Xornadas de saude perinatal e reproductiva

The Systemic Effects of Endometriosis

*

Myles H. Alderman III *, Nicole Yoder *, Hugh S. Taylor

Endometriosis and Risk of Coronary Heart Disease

Fan Mu, ScD', Janet Rich-Edwards, ScD'2, Eric B. Rimm, ScD'34, Donna Spiegelman,
ScD'35, and Stacey A. Missmer, ScD'4¢ e > ) S

* Fibromialxia

« Fatiga crénica »)\

» Sd. intestino irritable

Concurrent T3, T4}
Mi ~ autoimmunity l
« Migrana
9 Tcell v ‘
« Sd. das pernas inquietas dysfunction TSHt vitD¥
» Sensibilidade quimica multiple
INFy
+ Esclerose Multiple TS T
+ Enf. Autoinmunes l l .
. e NK mass4 - . A ¥YT3,T4(1
- Lupus Eritematoso Sistémico & hyperactivity ., ¥ VitD(2
- Artrite Reumatoide L
- Sd. de Sjogren Concurrent NOSA -
Endometriosis Concurrent PCO (4

» Enf. tiroidea



Clasificacion

O American Society of Reproductive Medicine.

Endo ~ 1-3cm 2 - v
R OVARY R OVRRY gem
Endo - ¢ lcm 1 Eado = Clem -1
Adhcons = (V3 =L - a3
o b Sperical Eado = <l
- Clem .
TOTAL POINTS -‘}
AGE 11l (MODERATE) STAGE IV (SEVERE)

PERITONEUM T ,  PERTONEUM S

Supericul Endo = > Decp Endo =

" Ry Adhesions = <1/3 -1 Deep Endo L3em -32% Obliteration o

R OVARY Doroc Adhsons = (13 e ROV

| Play Adhesions = CV3 -1 LTUBE Decp Endo < Liem 26
Dense Adbesions - (1/3 8  Densc Adhesions - .

Dense Adhesions = <173 - 16° POINTS <> LTUBE

L OVARY oW 52 " Dense Adhesions = D3 - 16

Deecp - Clem 4 L OVARY Shom - 16

Dense Adhesions - <1/3 4 Deep Endo - 1m -
Point w16 Dense Adhesions  ~ D23 .

TOTAL POINTS 30 Saigament chaaged TOTAL POINTS ié

(a) REVISED AMERICAN SOCIETY FOR REPRODUCTIVE MEDICINE CLASSIFICATION OF
ENDOMETRIOSIS 1985

Patient’s Name Date:
Stage | (Mini 15 L L
Stage Il (Mild) 6-15

Stage Il 16-40

Stage IV (Severe) >40

Total Prognosis
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ASRM

ENDOMETRIOSIS <lecm 1-3cem >3cem
g Superficial 1 2 4
& Decp 2 4 6
R Superficial 1 2 4
Deep 2 16 20
g L Superficial 1 2 4
Deep 4 16 20
POSTERIOR CULDESAC Partial Compls
OBLITERATION 20
ADHESIONS <173 Ench 173-273 Encl > 2/3 Ench
g R Filmy T 2 r
8 Dense 4 8 16
é L Filmy 1 2 4
Dense 4 8 16
R Filmy 1 2 2
2 Dense 4 8 16
- L Filmy 1 2 3
Dense 4+ 8* 16
*If the fimbriated end of the ian tube is losed, change the point assignment to 16,
Additi dometriosi iated Pathology:
To Be Used with Normal To Be Used with Abnormal
Tubes and Ovaries Tubes and/or Ovaries
L L R
\/\/ y—HF
\7 /

7N\
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Clasificacion

Stage | (minimal) Stage Il (mild)
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Clasificacion

1. ENDO Peritoneal
2. ENDO Ovarica
3. ENDO Profunda




1
2
3

. ENDO Peritoneal
. ENDO Ovarica
. ENDO Profunda

Adenomiose
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Clasificacion

o Difusa ou localizada

o Sintomas semellantes:
Dor
Regras abundantes
Dispareunia
Esterilidade/Infertilidade
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Clinica

Asintomaticas 15-30%

DOR

INFERTILIDADE
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Clinica: Dor

» Dismenorrea 75%

» DPC (ciclica e non ciclica) 70%
» Dispareunia 44%

» Disquecia

e Disuria
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Outros sintomas

QO Sangrado uterino anormal

a

Sintomas intestinais: Diarrea/estrenimento,
rectorraxias. Suboclusion, colicos, vomitos.

Sintomas urinarios: hematuria, ITUS, nefropatia.

Sintomas respiratorios: dor e disnea,
pneumotorax, hemotérax, hemoptise catameniais.

Fatiga crénica

Depresion. Ansiedade
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DOR

Dismenorrea 75%

DPC (ciclica e non ciclica) 70%
Dispareunia 44%

Disquecia

Disuria

INFERTILIDADE

Outros

Sangrado uterino anormal

Sintomas intestinais: diarrea/estrenimento,
rectorraxias, suboclusion, colicos, vomitos.
Sintomas urinarios: hematuria, ITUS, nefropatia
Sintomas respiratorios: dor e disnea,
pneumotorax, hemotdrax, hemoptise catameniais
Fatiga crénica

Depresion. Ansiedade

rASRM

Calquera estadio:
S 68,3%

\

Estadio IlI/1V:

S 82,3%

E 75,8%

Eskenazi, et al., 2001
Nnoaham, et al., 2012



Causas de dor
pelviana crénica
e dor abdominal

Dor pélvica
Exacerb.catamenial
Dispareunia
Disfuncion intestinal
Disquecia
Disfuncion urinaria
Disuria
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Xinecoldxicas

Endometriose
Adenomiose
Dismenorrea 12
Miomas
Conxestién pélvica
Ovario remanente

VS|
VS|
VS|
VAS]
VAS]
VAS]
VAS]

Uroléxicas

Cistite intersticial
Sd.ureteral

ITUs de repeticion
Pedras vesicais

VS|
VS|
VAS]

VAS]
VAS]

Gastrointestinais

Sd.intestino irritable
Disfuncion intestinal
Hernias

Diverticulos

v Sl

v Sl

VS|
VS|

Musculoesqueléticas

@ \

Sd.miofascial
Puntos gatillo
Lumbalxia
Discopatia
Dor articular
Coccigodinia

VAS]
VAS]
VAS]
VAS]
v Sl
VAS]
VAS]

Nervios periféricos

&Y
A
A

2

& N
>,
Z

C A
Y

v
APr
Lesion nervios
periféricos

\&

VAS]

VAS]

VAS]



XV Xornadas de saude perinatal e reproductiva

Infertilidade

«  Distorsién anatdmica. Disfuncién/obstruccion
tubarica

«  Peor calidade ovocitaria

« Dificuldade na implantacién embrionaria
(alteracidns a nivel endometrial)

e Entre 0 20-25% das doentes con endometriose
requiren TRA

e A FIVNON aumenta a tasa de recurrencia

*  Peor pronéstico reproductivo cantas mais
ciruxias
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I_----

Inicio sintomas Diagnostico
6-10 anos

—

* Non sintomas especificos 65% diagnosticadas doutra patoloxia

o S, el ce S eEs 46% tres ou mais médicos antes do diagnéstico

» Falta de cofiecemento T
(European Endometriosis Alliance)

« Non marcadores especificos
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dismenorrea

20 anos
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dismenorrea

20 anos
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dismenorrea
dispareunia

dores abdominais
disuria

disquecia

RETRASO DIAGNOSTICO

28 anos

20 anos



XV Xornadas de saude perinatal e reproductiva

dismenorrea
dispareunia
dores abdominais
disuria
disquecia
Insomnio
migranas
dor persistente
ansiedade
dor lumbar
depresion

32 anos
RETRASO DIAGNOSTICO

28 anos

20 anos
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e

Diagnostico

Anamnese Exploracion fisica

Probas de imaxe

M
TTOO
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Diagnostico

Call to Action ajog.org

SUEE Clinical diagnosis of endometriosis: a call to action ® oo

DPC (ciclica ou peristente) . . o ]
Sanjay K. Agarwal, MD; Charles Chapron, MD; Linda C. Giudice, MD, PhD; Marc R. Laufer, MD; Nicholas Leyland, MD;

Dismenorrea Stacey A. Missmer, ScD; Sukhbir S. Singh, MD; Hugh S. Taylor, MD
Dispareunia

Disquecia
Disuria
Sintomas catameniais

THE PROBLEM: Endometriosis is undiagnosed in a large proportion of affected women,

- resulting in ongoing and progressive symptoms with associated negative impacts on health
and well-being. Current practice standards, which rely primarily on laparoscopy for a
definitive diagnosis before beginning therapy, frequently result in prolonged delay between

Exploracion fisica symptom onset, diagnosis, and subsequent treatment.
A SOLUTION: Enhanced use of clinical diagnostic techniques may reduce the delay in time

Probas de imaxe to_diagnosis and hence bring more rapid refief to affected patients, imit disease pro-.
gression, and prevent sequelae.
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Question % missing data (n = 195)
/ Pain 6 a4
Been unable o go to social events because of the pain? 1 05
Been unable to o jobs around the home because of the pain? 1 05
Found it dificu to stand because of the pain? 1 05
Found it dificult to sit because of the pain? 0 00
Found it dificult to walk because of the pain? 0 00
Found it dificult to exercise or do the leisure activities you would like to do 0 00
because of the pain?
Lost the appetite and/or been nable to eat because of the pain? 0 00
Been unable to sieep properly because of the pain? 1 05
Had to go to bed/lie down because of the pain? 0 0o
Been unable to do the things you want fo do because of the pain? 2 1.0
Felt unable to cope with the pain? 1 05
Control and powerlessness 3 15
Generally fet unwell? 1 05
Felt frustrated because your symptoms not getiing better 0 00
Felt frustrated because you are not able to control your symptcms? 0 00
Felt unable to forget your symptoms? 2 10
Felt as though your symptoms are ruling your lfe? 1 05
Felt your symptoms are taking away your le? 0 00
otion 5 26
Felt depressed? 1 05
Folt weepy/tearful? 1 05
Felt miserable? 2 10
Had mood swings? 1 05
Felt bad-tempered or short-tempered? 1 05
Fol ol ocscorssie? 0 00
Social st 2 10
ittt o pecri how you et 0 00
Felt thers do o understand what you ae going through? 1 05
Felt as though others think you are moaning’ 0 00
Felt alone? 1 05
Self-image 0 00
Felt frustrated as you can not always wear the clothes you would choose? 0 00
Felt your appearance has been affected? 0 00
Lacked confidence? 0 00

EHP-5 scale

English Version French Version
9% Range: 100-0

DURING THE LAST 4 EEKS, HOW dermeres scmaines. combien dc fors. du fait dc votre cndometnoss:

PARTIEL

The Endometriosis Health Profile: m== 0 0 0 0 O|lsEmmel ettt
. EHP-30 o = == et
. EHP-5 scale e O O O memm=—i

mme O O O 0Ol c.a——r

Short Form: SF-36 p—

'DURING THE LAST 4 WEEKS,HOW OFTEN BECALSE OF YOUR ENDOMETRIOSIS HAYE YOU

Tamais [Rarcment | Parfois |Souvent | Toujours

ork becae of he pain? ( mlg wons profcssionnclics 3 cause
e I ol

Avcinous wow? G T

iy occuper d vour (vos) cf
it ot b ) Vou B vou s e AT
€ vt Aol des appors & cause de b
e e f e ] ) ] dovlew? |- || |
e s s

Avez-vous cu e sentiment que s
Dok oty i i
e

mdecins pensascnt quc ¢ ctan dans
o s ek hre ) U voue tée?

P — ko el

Jenkison et al 2008 e R |

Khong et al 2010 Jorkion . Qul Lo Ros, 2008 RanounalF.JGyrec it Bl Raprod 209
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=

N T T T T
O O B
0 1 2 3 4 5 6 7 8 9 10
EVA I i

sin dolor  dolor leve dolor moderado dolor intenso
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A

Historia familiar OR 3,2

Absentismo escolar durante as menstruacions OR 1,7

ACHOS para tratar a dismenorrea antes dos 18 anos OR 4,5

Chapron C., Lafay-Pillet M.C., Monceau E., et al. Questioning patients about their adolescent history can identify markers
associated with deep infiltrating endometriosis. Fertil Steril. 2011
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Maxima sensibilidade durante a menstruacion
Exame completo do solo pelviano e os 6rganos internos
Cérvix lateralizado. Lesions visibles

Tacto bimanual: DOR, utero fixo, puntos gatillo, masas anexiais
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N

Uterus

Transducer
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Tratamento

Tto sintomatico

Expectante

(dor, esterilidade)

INDIVIDUALIZADO

Médico

* AINES. Antioxidantes \J
¢ Tto hormonal

- AH combinados (E + P)

- Proxestaxenos

- Analogos GnRH
- Antagonistas GnRH

Atrofia tecido endometrial

FIV

perimenopausicas

Cirurxico

. Conservadora
. Radical
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Sensibilizacion
central e periférica

Cortical reorganization

Descartes, 1644

DPC > 6 meses (normalmente anos)

Dor xeralizada

Fracaso aos multiples tratamentos

Dor desproporcionada/Disociacion clinico-
radioldxica

" Inflammatory

Asociacion a outras enfermidades: Fibromialxia,
fatiga cronica, colon irritable, vexiga dolorosa




Dor asociada a Endometriose

Peritoneal |
Inflammation |

1
i
Retrograde A : ; P e Iron
: 3
i

Peritoneal Fluid

Sensibilizacion periférica

3 ;
Menstruation P ROS

Neutrophil

S

Ve 2P
= A
el

PGE,
Acidosis

I
|
|
|
L
I
|
I
|
|
|
|
I
|

Lesion !

Inflammation

° Macrophage
‘ Cytokines e&

I
|
|
|
|
I
|
|
Chemokines }
I
|
|
|
|
I
|
I

Growth Factors  Neutrophil
P
°
<« O
=

Alodinia
Hiperalxesia

Neutrophils
Mast cell

Enhanced immune response

++ Neurogenic

|

|

i Inflammation

I

! . il PGE, AL

: Penpher‘al Nerve o ..'-_:-'E".' :.EW TNFa K

i Ending ey ey < - - PNGF

i Gl RANTES

! g Interleukins

] Action potential

: generation

Spinal cord ——

___________________________________________________________ .
[ Peripheral Inflammation and Sensitization | I

Maddern et al. 2020
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Dor asociada a Endometriose

Sensibilizacion central

Stratton et al. 2010
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Dor asociada a Endometriose

Sensibilizacion central

Stratton et al. 2010
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Dor por causa orgdnica observable

Sindrome de sensibilizacion central

“Dores funcionais”

Sd. do colon irritable Migrarnas

Vulvodinia Fibromialxia
Sd. miofasciais

Dor pélvica cronica -
Sd. das pernas inquietas

Vexiga dolorosa

Maddern et al. 2020

Stratton et al. 2010
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The pain matrix in the human brain

Dor asociada a
Endometriose

Cortex somatosensorial
Localizacion, duracion,
intensidade da dor

Cortex prefrontal

Insula
Aspectos emocionais e
motivacionais da dor

Vs
G ricerelm)
¢ ¥ ) i\

% )"\

/ /

Bushnell et al. 2013
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Modelo de atencion
a las mujeres con
endometriosis. Revision
sistematica de guias
de préctica clinica

Care model for women with
endometriosis. Systematic review
of clinical practice guidelines

INFORME DE EVALUACION DE TECNOLOGIAS SANITARIAS
AETSA

INFORMES, ESTUDIOS E INVESTIGACION

Junta de Andalucia

1 DIAGNOSTICO D

E ENDOMETRIOSIS

Paciente con signos, sintomas* o
sospecha de endometriosis

Anamnesis y exploracion fisica 17-20

« Evaluacion del dolor 21, 40

ATENCION conn
PRIMARIA
rosimvo
Pruebas wmp\emen!anas

opcionales

« Ecografia transvaginal 29
« Ecografia transabdominal 30

Las mujeres adolescentes menores de 18 aios con sospecha de

endometriosis deben ser derivadas al Servicio de Ginecologia 0 a

una Unidad Multdisciplinar especializada en la atencién a las
mujeres con endometriosis para su valoracion y tratamiento.

o]

No pruebas complementarias 6, 9

|

Seguimiento por

NEGATIVO Y
'SIN SOSPECHA CLINICA

SOSPECHACLINICA

atencién primaria

Pruebas complementarias

« Examen pélvico
« Ecografia transvaginal NO Seguimiento
+ Resonancia magnéica 46-51

si

Tratamiento @
ri — empirico
GINECOLOGIA No

SERVICIO DE (G >-NEGATIVO>-

POSITIVO
al Iratarmemo

Conﬁrmamén
diagnéstico de Lapavoscopla
endometriosis

iR
Localizacién Desv;anado
diagnéstico de
endometriosis
12
superficial _ profunda extrapélvica
« Parietal
Tratamiento y » Diafragmatica
seguimiento « Tordcica

2
Sintomas refractarios

¥
Tratamiento y seguimiento

UNIDAD DE 1
ENDOMETRIOSIS Atencion multidisciplinar
El equipo debe incluir de las siguientes
+ Ginecologia con experiencia en cirugia ginecologica avanzada
« Cirugia general con experiencia en cirugla colo-rectal
« Urologia
* Diagnstico por imagen, radiologia
* Experto en tratamiento de dolor pélvico
« Psiquiatria o psicologia clinica
« Reproduccion asistida
“Dolor . dolor o scividades cold  Gokrcon
Ia penetracion y ’ menvuacien
en parcuar, dolo (dsquecia), con'a

uno de los sintomas o signos anteriores (Recomendacion 21).
1 En caso de que Ia prueba esté disponible en el centro.

TRATAMIENTO DE ENDOMETRIOSIS

ATENCION
PRIMARIA

Paciente con signos, sintomas o sospecha de endometriosis

Tratamiento inicial

« Analgésicos o AINE para el tratamiento del dolor 73,
« Tratamiento hormonal 80, 82, 83, 86.

En mujeres con deseo genésico, no se recomienda tratamiento hormonal 143.

no
Comprobar

« Falta de adherencia. Posologia y dosis.
« Posibles contraindicaciones e interacciones
« Sospecha de dolor de origen neuropatico: tratamiento especifico 77.

-sl— Seguimiento

« Tratamiento del dolor a, b. |

v
Tratamiento hormonal

En mujeres con deseo genésico actual, no se recomienda tratamiento hormonal 143,

SERVICIO DE
GINECOLOGIA

ZResulté 5 -
efectivo? -Si—> Seguimiento
N Valorar derivar a
o———> %
unidad del dolor
Comprobar

« Falta de adherencia.
« Posologia y dosis.

« Posibl traind t
v
UNIDAD DE +
ENDOMETRIOSIS
Actitud Cirugia laparoscépica

expectante
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(Siempre que sea posible 108,113)

« No se recomienda el tratamiento hormonal prequirtrgico
de manera sistemética con la tnica finalidad de prevenir
complicaciones quirtrgicas, faciltar Ia cirugia o disminuir el
riesgo de recidivas 89

+ Se recomienda tratamiento hormonal postquirirgico
90-93,95,136.

+ No se recomiendan agonistas de la GnRH después de la
cirugia para prevenir recidivas de endometriomas ni
moduladores selectivos del receplor de estrogenos 94,6

« Enla cirugia por endometriosis digestiva se recomienda
una atencién multidisciplinar 127,

Se sugiere tratamiento quirirgico en las pacientes

sintomaticas con endometriosis parietal, torécica o

diafragmatica 134,

: 2
Seguimiento

a: National Institute for Health and

N in_adults ‘management in nonspecialist settings.

(NICE guideline 173). 2018. hitps:/www.nice.org. uk/gumanbe/cgt 73

b: Guia de Practica Clinica sobre el Tratamiento Farmacolégico del Dolor Neuropético Periférico en Atencion Primaria. 2016.
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