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OBVIEDADES

e QUIENES ANTES DE LOS 40 RECIBEN TRATAMIENTO QUIMIOTERAPICO
CON FARMACOS GONADOTOXICOS POR PROCESOS NEOPLASICOS O
AUTOINMUNES DESARROLLAN UNA IOP CON ELEVADA FRECUENCIA (SI
TAMO, SCAT,... LA PRACTICA TOTALIDAD)

e QUIEN ES SOMETIDO A UNA OOFORECTOMIA BILATERAL PRESENTA DE
MODO SUBSECUENTE UNA MENOPAUSIA QUIRURGICA
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|IOP TRAS C.M.F.

*Ciclofosfamida, Metotrexate & Fluorouracilo
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JOP TRAS 3 CICLOS PQT Ouimioterant
uimioterapia Amenorrea
Goldhirsch et al™ Classic CMF 61% (<40 yrs)

Bines et al* AC 34%
Nabholtz et al® FAC
TAC 51.4%
Hortobagyi et al'’ Doxorubicin-based 59%
Levine et al™ CEF 51%

CMF = cyclophosphamide, methotrexate, SFU
AC = doxorubicin, cyclophosphamide

FAC = 5FU, doxorubicin, cydophosphamide

TAC = docetaxel, doxorubicin, cyclophosphamide
CEF = cyclophosphamide, epirubicin, SFU



ABORDAJE DE LA PACIENTE  (rrobiemas ac concermracion

memoria. Aumento del riesgo
de demencia

Ansiedad, depresion, pera

- = de la autoestima, disminucién
Disfuncion del bienestar y disfuncion
cognitiva sexual
Riesgo de enfermedades
autoinmunes vy tiroides
Riesgo de enfermedades
cardiovasculares

Alteracion funcion
endotelial, aumento de
TG, Chol, LDL
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PREVENCION DE LA IOP

GO gle ovarian failure prevention X Q

Q Todo [E Noticias [ Imagenes [] Videos Shopping : Mas Herramientas

Aproximadamente 14.000.000 resultados (0,67 segundos)

Articulos académicos para ovarian failure prevention
... premature ovarian failure: mechanisms and prevention - Ataya - Citado por 109

... of chemotherapy-induced premature ovarian failure in ... - Chen - Citado por 214

... of chemotherapy-induced premature ovarian failure in ... - Del Mastro - Citado por 199

At this time, there is no way to prevent primary ovarian insufficiency. But you can take
steps to protect your overall health. Women with this condition have a higher risk of bone
10/10/2021 thinning and fractures (osteoporosis), diabetes, and heart disease.
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PREVENCION DE LA IOP

- - A service of the U.S. National Library of Medicine My
<> NCBI PubiQed

and the National Institutes of Health Sign In] [Registe

www.pubmed.gov

All Databases g~rupread.  nucgeotide Protein Genome Structure

Search Pubhed . for pvarian failure Advanced Search (beta)
Save Search
[ Limits T Preview/Index T History T Clipboard T Details 1

DlSplaY Summary D ShOW 20 [:] Sort By [:] Send to D

All: 4314 | Review: 787 [z

Items 1 - 20 of 4314 1 of 216 Next
O1Salazar FH, Loza EO, Lucas MT, Gutiérrez GR.

Related Article:

[ Successtul pregnancies after oocyte and embryo vitrification|

Ginecol Obstet Mex. 2008 Feb;76(2):113-7. Spanish.

PMID: 18798404 [PubMed - in process]
04/03/2010

O2ingh N, Dadhwal V, Sharma KA. Mittal S.

Related Articles, Link:
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PREVENCION DE LA IOP

National Center for Biotechnology Information

Pu bmed .gov 1se OR premature ovarian insufficiency OR premature ovarian failure X m

m National Library of Medicine

AuvailiLeu ulgdle dieil  ulgdle Roo User Guide
Save Email Send to Sorted by: Best match Display options
MY NCBI FILTERS [ 5,162 results
RESULTS BY YEAR [ ] Hormone replacement therapy in young women with primary ovarian
1 insufficiency and early menopause.
e &, cite Sullivan SD, Sarrel PM, Nelson LM.
Fertil Steril. 2016 Dec;106(7):1588-1599. doi: 10.1016/j.fertnstert.2016.09.046.
Share  p\ip: 27912889 Free PMC article.  Review.
II|I||||||||"||||||| Primary ovarian insufficiency (POI) is a rare but important cause of ovarian hormone deficiency
......................... uthilil
O+O and infertility in women. ...To decrease morbidity associated with POI, we recommend using HRT
] O / ] O / 2 O 2 ] 1946 2021 formulations that most closely mimic normal ovarian hormone p ...
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PREVENCION DE LA IOP

04/03/2010

All Databases

A service of the U.S. National Library of Medicine My NCBI :
and the National Institutes of Health Sian In) [Reqister]

Genome Structure

Search Pubhed E] { or prevention ovarian failure Advanced SearCh (beta)

Save Search

[ Limits T Preview/lndexT History T Clipboard T Details W

Limits: published in the last 10 years, Child: 6-12 years, Adolescent: 13-18 years, Adult: 19-44 years
DlSPIaY Summary V] Show 20 | Sort By L sendto [

I/

Items 1 - 20 of 77 1 of 4 Next

LI ¢vfathelin C, Brettes JP, Diemunsch P.

Related Articles, Links

|Premature ovarian failure after chemotherapy for breast cancer]

Bull Cancer. 2008 Apr 1;95(4):403-12. Review. French.
PMID: 18495569 [PubMed - indexed for MEDLINE]

D% user M, Crha I, Ventruba P, Hudecek R, Zakova J, Smardova L, Kral

Related Articles, Links
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PREVENCION DE LA IOP

National Center for Biotechnology Information

Pu bmed gov snopause OR premature ovarian insufficiency OR premature ovarian failure] X m

AUVAIILTU uUITdAlt diti L vliTdale oY User Guide

m National Library of Medicine

Save Email Send to Sorted by: Best match Display options

MY NCBI FILTERS [% 844 results

RESULTS BY YEAR [ ] Advances in human primordial follicle activation and premature ovarian
1 insufficiency.
cite Ford EA, Beckett EL, Roman SD, McLaughlin EA, Sutherland JM.
Reproduction. 2020 Jan;159(1):R15-R29. doi: 10.1530/REP-19-0201.

7 |
¢ A2

Share  o\iD: 31376814 Review.
il Illll | The excessive induction of primordial follicle activation may cause the development of premature
PO
-I O / -I O / 2 O 2 -I O"'—O ovarian insufficiency (POI), a condition characterised by menopause before age 40 years.
1974 2021

...Therefore, it is critical to further our understanding of primo ...

TEXT AVAILABILITY
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TEMA DE GRAN ACTUALIDAD
INTERES CRECIENTE

MOTIVO DE CONSULTA
GINECOLOGICA
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TENDENCIA ACTUAL

ESHRE Guideline: management
of women with premature ovarian

insufficiency’

» HRT is indicated for the treatment of symptoms of low estrogen in women with
POI

» Women should be advised that HRT may have a role in primary prevention of
diseases of the cardiovascular system and for bone protection

» 17-Bestradiol is preferred to ethinyl estradiol or CEE for estrogen replacement

» Women should be informed that whilst there may be advantages to micronized
natural progesterone, the strongest evidence of endometrial protection is for oral

cyclical combined treatment

ESHRE Guideline, Hum Reprod 2016
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TENDENCIA ACTUAL

o ESTRADIOL:

a) < Linfocitos T activados

b) Sensibiliza y diferencia las células de la granulosa,
I respuesta a la FSH & n de receptores LH
inducidos por |la FSH;

c) Down regulation de los receptores de FSH & LH

d) 46% ovulan minimo una vez
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PREVENCION

e Prednisona (4x25 mg 4 semanas)

e Plasmaferesis (miastenia gravis)

e Pentoxifilina-tocoferol, Inhibidores de la apoptosis, esfingosina-1-fosfato

e Autotrasplante & xenotrasplante

(problema:revascularizacion)
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PREVENCIéN The playing field is changing...

Fertility preservation techniques depends on:

Patient age
Cancer type
[ m:::xn ]‘ Treatment type 4,[ G:;:lr:'o:‘l'mn:y ]

Time available
Likelihood of ovarian metastasis

Ovarian tissue

cryopreservation and Uterus
transplantation transplantahon
v \J
. Castelo-Branco. Fertil Steril. 2007;87(3):702-5
[ In-vmtattr:r::;:te ] [ a:r:::’z:;:j::'m Castelo-Branco. Fertil Steril. 2009; 9224; 1260-3
Castelo-Branco. Climacteric. 2016;19(6):522-5

Zapardiel |, Hum Reprod Update 2016



PREVENCI ON The playing field is changing...

Methods ; Need ; Delay ; Need male Success rates Special considerations
ovarian cancer partner or sperm
stimulation?  treatment?  donor?

GnRHa No No No Controversial, just partially
recommended in ER-negative breast
cancer patient

Embryo freezing  Yes Yes Yes Cumulative pregnancy rate of
66% among women with
cancer
Oocyte Yes Yes No Pregnancy rate per cycle of
cryopreservation 50.2% or per embryo transfer
55.4%
Immature oocyte  No No No
cryopreservation
Ovarian tissue No No No Pregnancy rate of 25% among  No indication when high risk of
cryopreservation women with cancer ovarian metastases

Clin Transl Oncol (2016) 18:1229-1236
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MEDICINA CANCER SIDA Y HEPATITIS DOLOR TABAQUISMO NEUROCIENCIA MUJER BIOCIENCIA CORAZON

Portada = Salud = Cancer

URGENTE ﬁnxup'::)ctlapgln coche bomba en Vitoria tras una llamada anonima a la Policia

Un hospital de Barcelona realiza el primer
trasplante de tejido ovarico en Espana

®m La técnica permite la recuperacion de la funcion ovarica tras recibir quimioterapia

®m El tratamiento contra el cancer provoca en muchas pacientes una menopausia precoz

Actualizado jueves 211212006 18:47 (CET) &2 A

EUROPA PRESS | ELMUNDO.ES

BARCELONA.- El Hospital de Sant Joan de Déu de
Esplugues de Llobregat {Barcelona) ha conseguido
con éxito recuperar la funcion ovarica de una
paciente que habia quedado esteril despues de
recibir tratamiento con quimioterapia y radioterapia a
causa de una leucemia que sufrid hace tres afios. A
traveés de un transplante de tejido ovarico -el
primero que se realiza en Espafia- |a mujer ha
recuperado su capacidad de producir hormonas
ovaricas v poder tener un hiio. bien pbor aestacion




PREVENCION

Hum Reproad 1996 Aug;11(8):1668-73

Fresh and cryopreserved ovarian tissue samples from
donors with lymphoma transmit the cancer to graft
recipients. |

Shaw JM, Bowles J, Koopman P, Wood EC, Trounson AO

Laboratories for Human and Animal Reproductive Biology, Monash University, Clayton,
Victoria, Australia.

Girls and young women who require ovariectomy or cancer therapy may consider having
their own eggs, embryos or ovarian tissue stored (cryopreserved) for their own future use.
Ovarian tissue is simple to collect and contains large numbers of germ cells.
Transplantation of fresh and frozen-thawed ovarian tissue in healthy sheep and mice has
resulted in normal live young. Similar techniques may be effective in the human but it is
unclear whether ovarian tissue cryopreservation and grafting is suitable for ovaries from
individuals with cancer or infections. If cancer cells were present in an ovary at the time of

collection and survived cryopreservation and grafting they could establish cancer in the
recipient. We therefore performed ovarian cryopreservation and transplantation trials using
a mouse lymphoma model. This established that the lymphoma was transmitted by grafts
of both fresh and frozen ovarian tissue. The normal healthy recipient mice died 9-43 days

after receiving a small piece (1 mm3) of ovarian tissue from a donor with lymphoma. We

conclude that ovarian tissue which is collected, cryopreserved and grafted while it contains
cancer cells has the potential to spread the cancer to the graft recipient.
: H te
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*Xenotransplantation of human ovarian cortex transmitted malignant cells in

Hodgkin’s D, and Leukemia ( Kim et al. 2001)

*The majority of ischaemic damage occurs after transplantation, confirming that
grafting procedures are more deleterious to follicle survival than cryopreservation

(Aubard et al, 1999)

Riesgo alto (>11%)

Bajo riesgo (<0.2%) Riesgo moderado
(0,2-11%)

Tumor de Wilm Adenocarcinoma de

Rabdomiosarcoma no Cérvix

genital

Sarcoma osteogénico
C. escamoso cérvix
Sarcoma de Ewing

Linfoma Hodgkin Cancer de mama
Linfoma no Hodgkin

Leucemia
Neuroblastoma

K. Oktay E . Buyuk .Eur J Obstet Gynecol Reprod Biol. 2004;113 Suppl 1:545-7.
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ovarian transplantation™ "

Advanced Create alert Create RSS

User Guide

Save Email Send to Sorted by: Best match Display options

406 results

Filters applied: Clinical Trial. Clear all

[ ] Transplantation of UC-MSCs on collagen scaffold activates follicles in dormant
1 ovaries of POF patients with long history of infertility.
cite DinglL, YanG, Wang B, XuL, GuY, RuT, CuiX, Lei L, Liu J, Sheng X, Wang B, Zhang C, Yang Y,
Jiang R, Zhou J, Kong N, Lu F, Zhou H, Zhao Y, Chen B, Hu Y, Dai J, Sun H.
Sci China Life Sci. 2018 Dec;61(12):1554-1565. doi: 10.1007/s11427-017-9272-2. Epub 2018 Mar 13.
PMID: 29546669
Premature ovarian failure (POF) is a refractory disease for clinical treatment with the goal of

Share

Clinical Trial.

rectorina fertilitv.  Siticcessfiil elinical nreanancvy was achieved in women with POF after
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Analogos de la GnRH

Use of gonadotropin-releasing hormone agonists in
patients with Hodgkin’s disease for preservation of
ovarian function and reduction of gonadotoxicity
related to chemotherapy

nancies included heterogeneous gl'OllpS of women with Belore uIcy vegzul. UIE redaunent andu lel?l' C'dC.Il cremo-
therapy cycle, all patients underwent a medical history and

physical examination that included clinical evaluation, gy-
Received January 14, 2006; revised September 21, 2006; accepted necological examination, and laboratory tests (hematolog-

October 6, 2006. . _ ical and hormonal profile). In both groups, a pelvic ultra-
Reprint requests: Camil Castelo-Branco, M.D., Ph.D., Institut Clinic de sound was performed and bone mineral density was

Ginecologia, Obstetricia i Neonatologia, Hospital Clinic, Villarroel 170, . . .
08036, Barcelona, Spain (FAX: 34-932279325: E-mail: castelobranco@ ~ assessed in the lumbar spine and hip before the start of

ub.edu). treatment and after the end of chemotherapy.

0015-0282/07/$32.00 Fertility and Sterility® Vol. 87, No. 3, March 2007
doi:10.1016/j.fertnstert.2006.10.004 Copyright ©@2007 American Society for Reproductive Medicine, Published by Elsevier Inc.
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Analogos de la GnRH

TABLE 2 —

Bone mineral density (BMD) by hormonal profile in GhRH-a-treated and control groups.

GnRH-a group (n = 30) Control group (n = 26)
Hormonal profile Baseline Final Baseline Final P
FSH (mUI/mL) 6.34 + 425 14.91 = 18.65 5.97 £ 5.55 79.85 £ 45.83 .001
LH (mUI/mL) 9.80 + 12.94 10.53 = 15.19 7.55 £ 9.99 35.65 =+ 40.25 .001
E, (pg/mL) 98.97 + 126.15 59.74 = 53.78 86.22 +99.78 25.71 £13.01 .05
T (ng/dL) 31.41 £ 9.88 41.39 + 20.23 45.87 = 15.9 21.54 +29.54 .05
SHBG (nmol/L) 73.26 £ 54.21 63.68 + 24.56 66.29 = 64.48 43.82 + 31.5 NS
Androstenedione (ng/dL) 123.95 *+ 51.58 127.4 = 50.69 188.08 + 78.52 122.7 £ 84.26 .05
DHEAS (ng/mL) 1.64 £ 0.87 1.75 £ 0.63 2.54 £1.25 2.01 £1.45 NS
Inhibin A (pg/mL) 11.78 = 11.64 11.83 £ 6.52 10.54 + 9.57 3.83 + 5.87 .01
Inhibin B (pg/mL) 42.26 + 25.59 30.45 £ 22.78 36.94 + 21.5 15.45 +10.84 .05
BMD spine (g/cm?) 1,188 £ 0.104 1,171 £ 0.116 1,181 £ 0.145 1,169 £ 0.203 NS
BMD total hip (g/cm?) 1,028 + 0.141 1,023 = 0.165 1,031 £ 0.157 1,020 £+ 0.133 NS
Note: SHBG = sex hormone-binding globulin; NS = not significant.
Castelo-Branco. Preservation of ovarian function. Fertil Steril 2007.

Castelo-Branco C et al. Fertil Steril. 2007; 83 (3): 703-5
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Autores Pais Trastorno andlogo  Efecto FOP # Pacientes (%POF)
GnRH prevencion
Treated Control
Pacheco et al. (Gyn. Argentina Hematologic Leuprolide Significant vs. 12 (0) 4 (100)
Onc. 2001) Polychemotx. Control

Mardesic et al. (2003) Czech Rep. Hematologic Gonapeptyl Rapid pit. Down-

Kaplan et al. (2003)

McCune et al (Arthr.
Rheum. 2001)

8 (39%)

Recchia et al. (Anti- -
Cancer Drugs 2002) TOta I

Blumenfeld et al. 20C . 5 (>50%)
SLE, GnRH-a Control POF <7%
Leukemia, vs > 50%
Breast Ca.
Castelo-Branco et al Espafia Hodgkin’s Gonapeptyl Significant vs 3/30 (10%) 20/26
(Fertil Steril 2007) disease control POF (77%)

10% vs 77%



PREVENCION

National Center for Biotechnology Information

m National Library of Medicine

Pu bmed .80V GNRH a and premature ovarian insufficiency |
Advanced Create alert Create RSS User Guide
Save Email Send to Sorted by: Most recent = Display options ¢
MY NCBI FILTERS [4 206 results
RESULTS BY YEAR [ ] How to Protect Ovarian Function before and during Chemotherapy?
1 Arecco L, Ruelle T, Martelli V, Boutros A, Latocca MM, Spinaci S, Marrocco C, Massarotti C,
Sy Cite Lambertini M.
J Clin Med. 2021 Sep 16;10(18):4192. doi: 10.3390/jcm10184192.
Share  p\iiD: 34575200 Free PMC article.  Review.
. | || || III |||| ‘ ‘ Premature ovarian insufficiency and infertility are among the most feared short- to long-term
T (1) [T71(1)1
O—O consequences of anticancer treatments in premenopausal patients. ...The cryopreservation of
1974 2021 oocytes/embryos is a standard strategy for fertility preservations offere ...

TEXT AVAILABILITY
[ ] The PREgnancy and FERtility (PREFER) Study Investigating the Need for

[



RECUPERACION FUNCION OVARICA: IVA

NOVEDADES

Cryopreservation
(vitrification)

Fragmentation of
ovarian strips to cubes

Hippo signaling
disruption

Histology V

Preparation of
ovarian strips Laparoscopic
autologous
transplantation
(beneath serosa of

Fallopiantubes)

Laparoscopic
ovariectomy

POF

patients

PI3K signaling
] stimulation
Ovarian cubes culture
(PTEN inhibitorand
PI3K stimulator)
Oo‘cyte In-vitro
retrieval fertilization

( T

Activation of dormant follicles:
for premature ovarian failure?

KEY POINTS

e The IVA approach leads to a new infertility freatment
strategy for POF patients to conceive their own
genetic children.

e The IVA is effective in POF patients who have residual
follicles, but there is no established method to predict
the presence of residual follicles before IVA treatment.

e In addition to POF patients, IVA is suitable for treating
infertility in patients with diminishing ovarian reserve
and in cancer survivors following germ cell-
damaging therapies.

Kawamura K, Curr Opin Obstet Gynecol 2016
Ferreri J, JBRA Assist Reprod 2020 Nov 5.
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ARTICLE

Drug-free in-vitro activation of follicles
and fresh tissue autotransplantation as a

therapeutic option in patients with primary
ovarian insufficiency

BIOGRAPHY

Janisse Ferreri, MD, from Universidade do Brasil, completed her Human Reproduction
Master's Degree at Universitat Autonoma de Barcelona, Spain. In 2017, Dr Ferreri received
a grant for her research in ovarian in-vitro activation, and she continues her clinical
practice at the Reproductive Unit, Hospital Clinic de Barcelona, Spain.

Janisse Ferreri'*, Francesc Fabregues', Josep Maria Calafell?,
Roser Solernou?, Aina Borras?, Adela Saco®, Dolors Manau',
Francisco Carmona’

CLINIC

BARCELONA

Hospital Universitan



Conventional IVA

( i

;p . \dopnuﬂwon
Laparoscopy OC removal Fragmentation ﬁ é 5,.\ Laparoscopy
4@

OC culture

Drug- Free IVA

l Laparoscopy H OC removal

Autograft ICSI

Fig 3 : Comparacion entre IVA convencional (arriba) y Drug-Free IVA evita una segunda laparoscopia
y cultivo del tejido
OC: Cortex ovarico; ICSI: Microinyeccion espermatica




“ DRUG-FREE ” IVA IN POI PATIENTS

Hippo Signaling
Disruption

Fragmentation of
ovarian strips cubes

Remove 4 . .
ovary Return ovarian cubes in
fragment peritoneal pocket or
contralateral ovary
‘l, Gonadotropin
/ stimulation
/@ > IVF/ICSI with sperm
POI
patients (_®

—_—

CLINIC
Fabregues F. Journal Ovarian Research 2018



TABLE 1 CLINICAL CHARACTERISTICS OF PATIENTS WITH PRIMARY OVARIAN INSUFFICIENCY, OVARIAN ACTIVITY
AND PREGNANCY OUTCOMES AFTER DRUG-FREE IN-VITRO ACTIVATION OF FOLLICLES

Number Age FSH (mlU/  Anti-Millerian Duration of Residual follicles Follicle Pregnancy

(years) ml) hormone (ng/ml) amenorrhoea by biopsy development

(years)

1 32 887 0.02 2 No Yes Yes (live birth)
2 30 403 0.10 3 No Yes
3 a3 715 0.02 1 Yes Yes Yes (preterm birth/perinatal death)| Yes/live birth
4 33 690 0.03 3 Yas No
) 33 733 0.02 9 No No
6 33 694 0.01 B No No
7 35 373 0.04 1 Yes Yes
8 34 96.7 0.02 1 No No
9 35 810 0.02 2 No Yes Yes (live birth)
10 35 361 omn 1 No Yes Yes (pregnancy ongoing)
n 29 350 0.02 1 No No
12 35 4346 0.02 1 No No
13 33 576 0.01 n No No
14 29 78 0.04 10 No Yes

CLINIC

Hospital Universitan



DRUG-FREE IVA IN POR PATIENTS

Human Reproduction, pp. 1-13, 2019
doi10.1093/hurmrep/dez|52

human
ORIGINAL ARTICLE Infertility

Biopsying, fragmentation and
autotransplantation of fresh ovarian
cortical tissue in infertile women with
diminished ovarian reserve

Stine Aagaard Lunding'”*, Susanne Elisabeth Pors?,

Stine Gry Kristensen?, Selma Kloeve Landersoe',

Janni Vikkelse Jeppesen', Esben Meulengracht Flachs®, Anja Pinborg?,
Kirsten Tryde Macklon', Anette Tonnes Pedersen'”,

Claus Yding Andersen?, and Anders Nyboe Andersen'

1 REMO VOLUME 00 ISSUEQ 2019

RBEMO

ARTICLE

Drug-free in-vitro activation of follicles for
infertility treatment in poor ovarian response
patients with decreased ovarian reserve

Kazuhiro Kawamura'*, Bunpei Ishizuka®, Aaron JW. Hsueh’

Not increased AFC and AMH after 10
weeks. However in 12 of 20 patients
pregnancies were achieved

In 9 of 11 patients increased AFC. 16
embryo transfers were performed in 5
patients leading one live birth, 2 ongoing
pregnancies and one miscarriage. One
pregnancy was achieved spontaneously

’

CLINIC

BARCELONA
Hospital Universitar



Human studies involving IVA and Drug-Free IVA in POl and POR patients

Author Ref. Procedure type No.of Inclusion Follicle development/ Pregnancies/ Live birth:Total
patients criteria Total Total

Kawamura 201 3; 10,11 IVA 37 POI 9/37 3/37 2:37
Suzuki 2015

Zhai 2016 43 IVA 14 POI 6/14 1/14 1/14
Pellicer 2017 ** OFFA (Drug-Free 14 POI 3/14 3/14

IVA)

Zhang 2018 46 Biopsy/Scratch 80 POI 11/80 1/80 1:80
Fabregues 2018, 13,14 Drug-Free IVA 14 POI 7/14 4/14 4/14
Ferreri 2020

Mahajan 2019 45 Drug-Free IVA 1 POI 1/1 — —
Kawamura 2020 15 Drug-Free IVA 11 POR 9/11*% 5/11 2:11

2 onhgoing

1 miscarriage

*: Patients increased AFC; ** Unofficial data are from conference presentations of stated scientists

19

POI: Primary ovarian insufficiency; POR:Poor ovarian response; IVA: In vitro activation; OFFA: Ovarian fragmentation for

folicular activation

15




RECUPERACION FUNCION OVARICA: SC

Methods:

36 female rats

P
", Intraperitoneall
Tf-; 5 mg / kg bw

CISPLATIN CISPLATIN

- 2weeks T T

Elisa: Testosterone & AMH level
Immunohistochemical: GDF? expression

CLINIC

BARCELONA

Hospital Universitari

astelo-Branco 2018



I M S} Universitat

de Barcelona

Methods:

Mononuclear
cells

' Ficoll

Density gradient
centrifugation

from
vagina to

Mentrual
stem cell

CD 105 +

Mesenchymal stem cells

CLINIC

BARCELONA Castelo-Branco 2018

Hospital Universitari



el
I M S} Universitat

de Barcelona

Results: AMH concentration (ng/mil)

6
4.78 +0.94
> 4.46+1.26
4
3.07 =0.99 T

3

; !

1

(p<0.05)
0
Control Cisplatin Cisplatin+menSC

There was a significant difference of AMH concentration between 3 groups

CLINIC

BARCELONA Castelo-Branco 2018

Hospital Universitari
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de Barcelona

Results:
Testosterone concentration

.000000 T

.800000— ‘

.600000 | ‘

4000007 l
| l
.200000

Testosterone concentration

.000000

(p=0.041)

I T 1

Control Cisplatin Cisplatin+tmenSC

There was a significant difference of T concentration between 3 groups

CLINIC

BARCELONA Castelo-Branco 2018

Hospital Universitari
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CLINIC

BARCELONA

Hospital Universitari

m :

Universitat
de Barcelona

Results:

There was a significant
difference of GDF9 expression
between 3 groups

3.98=1.71

Control

2.38=1.01

Cisplatin

4.26=1.60

Cisplatin+menSC

(p<0.05)

GDFQ expression

Castelo-Branco 2018
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5

Results:
Ovarian Follicle number

Grou Primordial Primary Secondary Tertiary

P Follicle Follicle Follicle Follicle

Control 16,3+5,3 15,6 +7,2 14,1 £7,2 40+1,9

Cisplatin 85+3,9 8,050 8,7+2,8 1,9+1,5
Cisplatin+MenSCs 23,9 £ 8,2 15,4+ 6,9 12,8 +4,4 4,5 + 3,8

(p=0.020)

CLINIC

BARCELONA

Hospital Universitari

Universitat
de Barcelona

Castelo-Branco 2018



RECUPERACION FUNCION OVARICA

Mature Eggs from Ovarian Stem Cells

Non-human Primate: Dr E Wolff




RECUPERACION FUNCION OVARICA

Mature Eggs from Ovarian Stem Cells

Extraccion
ovarios fetos
femeninos con
ILE 16-22 sg

Human embryo: Castelo-Branco & Ribera

Bx gx ovario

IOP
(estudio

en

Bx gx ovario
menopausia fisiologica
reciente

(IQ por patologia
ginecoldgica benigna)

Estudio y caracterizacion ovarica mediante:

Microscopia optica
(recuento folicular)

Microscopia

electronica de

transmision

(caracterizacion

ELISA (deteccion y
cuantificacion) y
tincion IHQ
(caracterizacion
tisular) para DDX4




RECUPERACION FUNCION OVARICA

Mature Eggs from Ovarian Stem Cells

Human embryo: Castelo-Branco & Ribera

Fraccion celular:

-

T ©
C)\ / @@ inmunofluorescencia DDX4
< :

O
Sobrenadante VEGF, IGF-1, HGF, TGF-B, FGF1

Cultivo ovario fetal
Cultivo ovario ovarios I0P vy ’ \
o

©e
menopausia fisiolégica reciente o 0O
con sobrenadante fetal dg




RECUPERACION FUNCION OVARICA

Mature Eggs from Ovarian Stem Cells

Human embryo: Castelo-Branco & Ribera

N,

Estudio regeneracion del nicho en ovarios no funcionantes: Estudio rescate folicular en ovarios no
funcionantes mediante:

\ °g o o\' — Microscopia dptica

Microscopia
electronica de

i N
R0 O = 603\ Inhibicion  selectiva transmision
de factores solubles

detectados para

¢ '@//D discriminar su ELISA y tincion IHQ .:..,;fiz-giigé;
\ = o > relevancia en la para DDX4 iz;‘;\.. T
L -
'

< © . .z .
‘Q‘o activacion folicular
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I: C. CERVIX

Number of patients

1400
1200

1000
800

600

400 +—— - —

200 -
0 4

it

15-29 30-39 4049 50-59 60-69 70-79 80+

Age group

@ Missing

mlat 36 Annual Report FIGO

Ola2

olb1

| b2

Dlla

mllb

Ollla

m!llb

mVa

OlIVb
Age group  Missing Ial [a2  Ibl b2 Ila [Ib Ila [Mb TVa IVb Total
15-29 18 6 25 127| T4 27 67 3 41 5 8 456
30139 47 326 111 846 | 3 17T 429 24 284 52 16 2643
40-49 46 3o 126 1235 453 307 882 43 747 103 86 4338
5059 25 126 S8 717 218 267 763 S50 729 112 101 3166
60-69 25 90 42 520 134 265 638 76 587 79 86 2542
70-79 14 S1 18 230 72 149 334 5| 417 85 64 1485
80+ 5 4 4 51 13 57 96 27 141 36 17 451

Carcinoma de cérvix. Pacientes tratadas entre 1999-2001. Distribucion por edad y estadio



Tratamiento cancer cérvix inicial

Linfadenectomia
pelviana
Si ganglios negativos:

\

W
¢

B

e
A "
4\

)

o Lorine artory

o Location of wreter
P & y Resacton e

aginal branch of uterine artery




Intervencion de Dargent

e Criterios de seleccion:

. Deseo de preservar la fertilidad

. Edad inferior a 40 anos

. Confirmacién histolégica de cancer

. Estadios lal con invasion vasculo-linfatica, 1a2, Ibl
. Tamaho < 2 cm

. Afectacidon endocervical limitada

. No afectacién ganglionar ni M1 a distancia

. No histologia desfavorable (neuroendocrino)

. Experiencia quirargica en laparoscopia y cirugia vaginal




Seccidén a < 1 cm del istmo Vision laparoscopica
finalizada la intervencion

Resultado
final



Auailable online at www sciencedirect.com -
sl . . Gynecologic
*.” ScienceDirect One °|09(;g

y
1

ELSEVIER Ciynecilogic Oncology 110 {2008) $29- 532
www.eheviencom locle mea

Vaginal approaches to fertility-sparing surgery in invasive cervical cancer

Jaume Pahisa, Inmaculada Alonso*, Aureli Tomé

Diepartment of Obsictrics and Gynaccology, Hospital Clinic, Barcckna, Spain

Received § Moy 2008 Ne Estadio Tamafio Invasion IVL AP Rec ILE Gest. Comp
caso mm estroma meses
1 Ibl 23 15 No Esc Si 67 No No
2 Ibl 11 7 No Ad No 42 Si No
3 Ibl 9 4 No Ad No 42 No No
4 Ibl 9 3 No Esc No 38 No No
5 Ibl 15 4 No Esc No 31 No Anemia
6 Ibl 13 6 No Esc No 31 No Her.Tro.
7 Ibl 16 6 No Ad No 29 Si No
8 Ibl 8 5 No Esc No 27 No No
9 Ibl 8 4 No Esc No 24 Si No
10 Ibl 11 7 No Ad Si 7 No No
11 Ibl 14 8 No Esc No 16 No No
12 Ibl 35 7 Si Esc No 12 No Vejiga
Estenosis
13 Ibl 11 7 No Esc No 7 No No
14 Ibl 17 5 No Ad No 7 No No
15 1bl 20 10 No Ad No 12 - Histerc.
16 bl 35 6 No Ad No 4 - Histerec.

Pahisa J et al. Gynecol Oncol. 2008; 110: S29-S32



Conizacion o traquelectomia
simple + linfadenectomia

Autor N Cono Traquelectomia Recidiva Gestacion Meses
(%) (%)
Rob 26 7 15 3,8 73 18-84
Landoni 11 11 - 0 37,5 -

Bisseling 38 11 - 0 - 72




II: C. OVARIO BORDERLINE

%

30
25
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15
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0
edad

15-29 30-39 40-49 50-59 6

B Borderline
O Invasor

All tumors Low malignancy Obviously malignant

Patients (n) S-year survival Patients (n) S-year survival Patients (n) S-year survival

la
Ib
le
lla
b
lle

[lla
[1Ib

[llc
\%

AN

v’ Estadio II — III:
- Supervivencia 5 a.: 92 %
- Supervivencia 10 a.: 60—-75 %

v'Mayor numero de pacientes mueren con la enfermedad que
de la enfermedad.

278 43.8 18 251 40.8
1782 30.2 62 1653
550 13.7 9 511




Escenarios clinicos

» > 1/3 de TBL en < 40 anos.
» > 2/3 de TBL son estadios precoces.

» 2/3 aspecto ecografico “benigno”.

> 1. 2/3 Diagnostico en biopsia peroperatoria.

> 1. 1/3 de diagndsticos en bx. definitiva
(diferida) tras tratamiento conservador de un
quiste simple.



Estadificacion quirdrgica

Lavados citologicos.
Biopsias peritoneales.
Omentectomia inframesocolica.

Apendicectomia en tumores
MUuCinosos.

Exéresis de cualquier nodulo
sospechoso.

Exploracion cuidadosa cavidad abdominal ! NO linfadenectomia



Cirugia conservadora C BORDERLINE OVARIO

Procedimientos

Quistectomia unilateral

Quistectomia bilateral

Anexectomia unilateral

Anexectomia unilateral + Quistectomia contralateral

/Tratamiento de formas avanzadas con deseo genésico?.
En principio, no. Individualizar.




Cirugia conservadora C BORDERLINE OVARIO

Resultados oncoldgicos. Recidivas.

» Aumento del riesgo
- Matoritariamente en serosos. La mayoria < 3 anos.
- Datos limitados.

» Recidivas: 10 - 35 % (a los 2-5 anos).
- Quistectomia unilateral: 15-30 %
- Quistectomia bilateral: 30-50 %.
- Anexectomia unilateral: 5-15 %.
- No dif. en algunas series ente Q. / A.
- Pélvicas en forma de B-L (muy raro forma agresiva)

> Tratables. Con nueva cir. conservadora si posible.
- No impacto en la supervivencia.




Cirugia conservadora C BORDERLINE OVARIO

Resultados reproductivos. Gestacion.

N N
Authors of study Padents Treatment Recurrences Pregnancy
Bostwich et al. 24 Laparotomy 0 3 SVD
Lim Tan et al. (3) 16 Laparotomy 0 7 SVD
Barnhill et al. {18 21 Laparowomy ] 3 8VD
Crothieb et al. (29) 15 Laparowmy ] 16 8WVD; 3 CD
Papadimitriou et al. 15 Laparowmy 5 10 Pregnancies
Mormis et al. (26) 12 Laparowmy 0 14 SVD; 2 CD
Seracchioli et al. (19) [ 19 Laparoscopy | 1 6 SVD
Donnez et al. 3 Laparotomy 3 12 SWVD
| 13 Laparoscopy |
Fauwvet et al. {(24) 40 Laparotomy 27 30 Pregnancies
[ 25 Laparoscopy |
Boran et al. (213 56 Laparowmy 4 13 Pregnancies
i) [ aparoscopy
Tinelli et al. (30) 43 Laparoscopy 3 12 SVD; CD
Total 247 127
SVD, spontaneous vaginal delivery; CD, caesarean delivery.
Ji et al. 1996 19 9 47,37 87 m (9-256)
Chan et al. 2003 29 (21-43) 6 6 100,00 0 80 m (4-157)

TOTAL 213 103 43,38 10 (4,7%— 8,5 %)



. C. ENDOMETRIO

Women (INCIDENCE) Women (DEATHS)
662,870 275,000

32% Breast 27% Lung and bronchus
12% Lung and bronchus 15% Breast
11% Colon and rectum 10% Colon and rectum
6% Uterine corpus 6% Ovary
4% Non-Hodgkin lymphoma 6% Pancreas
4% Melanoma of skin 4% lLeukemia
0)'1Y 3% Non-Hodgkin lymphoma
Thyroid 3% Uterine corpus
Urinary bladder 2% Multiple myeloma
Pancreas 2% Brain/ONS
All Other Sites 22% All other sites

*Excludes basal and squamous cell skin cancers and in situ carcinomas except ONS=0ther nervous system.
urinary bladder. Source: American Cancer Society, 2005.




Diagndstico por estadio

supervivencia

Estadio  Superv. 5 a (%)

A 91
1B 338
IC 31

7

67
60
41
32
20

5
Global a los 5 anos: 84%

Grado histologico

Grado @ Superv. 5 anos
(%)

92
37

74

Confinado al utero estadio |

Afectacion cervical estadio Il

Serosa uterina, anejos
Citologia (+), M1 vaginal estadio lll
Ganglios P/PA (+)

Vejiga, intestino, M1 estadio IV
Ganglios inguinales

100+

80 1

Stoge IIb (N=543)

T Stoge 1o (N=8612)

60 1 T - Stoge Iiic (N=358)
--————" Stoge b (N=80)
40 ‘“\_l L Not ovailable (N=401)
h‘"\a._
i
i
20- T Emlegem,
Annual Report 26, nov 2006
oL : : : : :
0 1 2 3 4 5

Years after diagnosis



C. ENDOMETRIO. CIRUGIA CONSERVADORA

No respuesta: 25 %

Respuesta: 75 % (50-100)
« Tiempo hasta respuesta: 12 sem
« Recidivas: 25 % (0-60)

- Eficacia retratamiento horm.: 75 %

Eficacia: 60-70 %




@i@
KEEP
CALM

AND THANK YOU

FOR YOUR
ATTENTION




