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Table | Ten leading cancer types for the estimated new cancer cases and dﬂﬂsbysethtedStats N4
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Males Females

Prostate 133,000 ' 1%

Lung and bronchus 116,000 :

Colorectum 71,830 y ]

Urinary bladder 56,3%0 i ) 6%

Melanoma of the skin 43850 i . &%

Kidney and renal pebvis 19140 i &
e Radioterapia, e la NowHodgen Imphona 38270 | n -

Oral cavity and pharynx 0220
hanno portato ad un Leven 30100

. Liver and intrahepatic bie duct 24,400
incremento  della Allstes §55,220

tuttavia questi | Esumared deaths
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1,280 %
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Males Females

OSSONO determinare Lung and bronchus 86330 MY Ling and bronchis nu  us
— Prostate 1480 10% Breast 4,000

S e Colorectum 26270 i Colorectum 14.040 =

- 20,170 7% Pancreas 19420 7%

| Liver and inrahepatic bie duct IS0 5% Ovry 4 5
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Leukemia 14040 5% Leukemia 10,050
Esophagus 12450 4% Utering corpus B.5%

Urinary bladder 11170 4% MNon-Hodgkin lymphoma 8520
Non-Hodgkin lymphoma 10470 % Liver and mtrahepatic bile duct 7,130
Kidney and renal pebvis 8300 % Brain and other nervous system 6,230
All sites 10,010 100% Al sites 175,710

Hm*&mamﬂinhm 10 ared ooc e bazal cell aned squamnous cell tian cancers and in situ carcinoma except urinary bladder, Reproduced with permizsion
from john Wiy and Sors, Siepel, R, Ma, | Zow Z Jemal, A. Cancer satistics, 2014, CA& A Cancer Joumal for Cinicions. 201464:3-29.* © 2014 American Cancer Society, Inc.
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A Follicle stage affected B cCell type affected
Chemotherapy/radiotherapy Chemaotherapy/radiotherapy
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Figure 3: Fc rapy
{A) Cancer treatments :nul:l n:llnr-i|_-1:l:h||I nl’Fn:l: 'H'rn rﬂl:lng 'pnnl -n-f 'prirrrnt:l.inl fnlll:l-u or the growing follicle population. Since growing follicles inhibit recruitment of
primordial follicles, loss of this growing population leads to increased activation of primordial follicles and so loss of that reserve. (B) Cancer treatments could directhy
target oocytes or somatic cells. Oocyte death would result from death of the follicular somatic cells, since cocytes are dependent on these for survival, Reproduced
from Meorgan and colleagues™ by permission of the European Saciety of Human Reproduction and Embryology.




Chemotherapy
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| chemioterapici (agenti
alchilanti) provocano apoptosi
delle cellule germinali.
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Cyclophosphamid Cisplatin/ Methotrexate Taxanes
Carboplatin
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Ifosphamide

Cholarambucil Adriamycin  5-Fluorouracil Oxaliplatin
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Alterazione della vascolarizzazione
e fibrosi ovarica.

SEu

Melphalan Imatinib Vincristine
(TKI)

Busulfan Bevacizumab  Bleomycin Gli alchilanti bloccano la
replicazione e trascrizione
indipendentemente dalla fase del
ciclo cellulare danneggiando i
follicoli primordiali.
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Nitrogen mustard Actinomycin D

Procarbazine Mitomycin
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Ovarian damage

-Radiation toxicity varies with
the cell cycle Highest in G and
M cycles

-Oocytes are particularly
affected

-Dose related reduction in the
primordial follicle pool

Lethal Dose

-Dependent on age, extent,
type/location and fractionation
schedule

RADIATION
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RADIATION DOSE TOLERANCE

Birth
10 years
20 years

30 years
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DI PRESERVAZIONE

If the treatment includes:

Cancer surgery

Radiation therapy
to pelvic organs
and gonads

Cytotoxic
treatment with
high risk of
gonadal damage

Hormone therapy
for estrogen-
sensitive breast
cancer

The following options should be considered:

Fertility-sparing surgery preserving gonads.
Preservation of the uterus in females. Use of

cryopreservation may also be considered prior to
surgery if the risk of gonadal damage is high

Shielding aiming at reducing damage of reproductive
organs and surgical ovarian transposition
Use of cryopreservation may also be considered prior to
radiotherapy

Use of cryopreservation methods such as sperm
banking for males, freezing of embryos and cocytes for
females and gonadal tissue freezing

Cryopreservation may be considered in women >33 years
of age when a 5-year tamoxifentreatment is planned
and »28 years of age when a 10-year course (ATLAS)

i5 planned, as natural fertility diminishes with age
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Fertility Preservation for Patients With Cancer:
American Society of Clinical Oncology Clinical Practice
Guideline Update

Alison W. Loren, Pamela B, Mangu, Lindsay Nohr Beck, Lawrence Brennan, Anthony J. Magdalinski,

5t (Fertility preservation in patients
“ui seundergoing gonadotoxic therapy or
A2 s oonadectomy: a committee opinion

# The Practice Committee of the American Society for Reproductive Medicine

s American Society for Reproductive Medicine, Birmingham, Alabama

| considerata una tecnica consolidata di preservazione di
{ fertilita femminile e la stimolazione ovarica puo’ essere
1 affettuata anche nelle pazienti con tumori ormono-

| sensibili.




~ ONCOLOGICHE.
_ varlan sllmu atlun to cryopreserve fe fertilized oocytes
m cancer patients can be started in the luteal phase

| Michael von Wolff, M. ﬂ Christian J. Thaler, M.D.,” Torsten Frambach, M.D.," Cosima Zeeb, M.D.,* - Evitar ni ritardo n || |
. _-~— Barbara Lawrenz, M.D.," Roxana M. Popovici, M.D.,* and Thomas Strowitzki, M.D.* vitare o8 Itardeees
= L delle terapie oncostatiche.

Effectwe method for emergency

fel'tlllty preservgtlon._ rando_m-start
| controlled ovarian stimulation speC|aI|st| della medlcma de;

Hakan Cakmak, M.D., Audra Katz, R.N., Marcelle |. Cedars, M.D., and Mitchell P. Rosen, M.D. I'IPI’OCI UZIOne

Division of Reproductive Endocrinology and Infertility, Department of Obstetrics, Gynecology, and Reproductive Sciences,
Ur'ni».a'e-r«;it;,.I of Califomia, San Francisco, California
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Random-start ovarian stimulation in patients
with cancer

Hakan Cakmak and Mitchell P Rosen

Late follicular phase start
(c)

| Conventional start CONVENTIONAL START
(a)

Initial @nRH antagonist
oy +[- aromatase inhibltor

Initial GnRH antagonist Docyte Initial GnRH antagonist

LU /- aromatase inhibitor

|
] | | |

Withdrawal ~ Spontaneous hCG or Withdrawal hCG or
blaeding LH surge GnRH agonist bleeding GnRH agonist
trigger trigger
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|

LU 4. aromatase inhibitor

l Gonadotropins

l Gonadotropins

Gonadotropins

Withdrawal hCG or

bleeding GnRH agonist
trigoer

- s=c=—-
Luteal halt RANDOM Luteal phase start RANDOM

(b) START ) START

Initial GrnREH GnRH antagonist il GnRH antagonist GnRH antagonist

UL Sl 4 aromatase inhibitor visit #[- aromatase inhibitor LG0T +[- aromatase inhibitor Ul
l l Gonadotropina I Gonadotroping l Gonadotropins I

T |1 | |

| Withdrawal ~ hCG of hCG or Spontaneous
bleeding bleeding GnRH agonist GnRH agonist LH surge

trigger trigger



Human Reproduction Update, Yol.l 8, Mo.l pp. T3-91, 2012
Avdvanced Access publication on MNovermber B, 2011 doi: 1 01093 humupd S dmer039

Ovarian antral folliculogenesis during
the human menstrual cycle: a review

Angela R. Baerwald!”, Gregg P. Adams2, and Roger A. Pierson?
OF MULTIPE FOLLICULAR WAVES: new concept of ovariar
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Reclutate 93 donne afferite presso gli ambulatori di infertilita di coppia della Clinica Ginecologica e Ostetrica di
Padova da Marzo 2014 a Giugno 2016.

2 gruppi:




Entrambi i gruppi sono stati sottoposti a stimolazione ovarica con PROTOCOLLO CORTO CON GnRH-
ANTAGONISTA a schema fisso.
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*singola dose di 150 pg di corifollitropina-alfa (Elonva®) sottocute nei primi 5 giorni di stimolazione, seguita
successivamente da 225 Ul (< 35 aa) o 300 Ul (>35 aa) di FSH ricombinante giornalmente (Meropur ® o Gonal F

®).
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*Induzione dell’ovulazione con GnRH agonista (Fertipeptil 0,2 mg/ml) o rhCG (Ovitelle 250 mcg)
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o Per tutte le pazienti sono stati raccolti dati riguardo storia personale, eta, AMH, AFC, giorni di stimolazione, E2 all’induzione, n di

{ follicoli > e < di 16 mm, totale n di ovociti e n di ovociti M2.




GRUPPO 1

Riguardo il gruppo |, la decisione di eseguire c-COS (Conventional COS) versus

r~-COS (Random COS) e basata sul giorno di ciclo mestruale in cui si trovava la

paziente al momento della presentazione nel nostro centro.

If-r-COS (late follicular
start) 21 pazienti (67,7%)

when stimulation was started >=4
days after spontaneous

menstruation cycle.

3 ~COS subgroups:

*0-r-COS (periovulatory

start) 6 pazienti (19,4%) when

stimulation was started from -3 to

+3 ovulation days.

* 1-0-COS (luteal start)
4 pazienti (12,9%) when

stimulation was started >= 4 or
more days after spontaneous

ovulation.




ENDPOINTS

1° PRIMARIO:
" lJunghezza COS (gg)
" dosaggio plasmatico E2 il gg di induzione dell’ovulazione
*" numero e volume di distribuzione dei follicoli prima dell’induzione
dellovulazione
= N. totale di ovociti recuperati
= N. totale di ovociti M2

2° SECONDARIO: confrontare, all'interno del Gruppo_|, le
pazienti sottoposte a c-COS rispetto a ~-COS in termini di ovociti
- |M2 dopo aver categorizzato le pazienti per eta (meno o piu di 35

~ |anni).
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Stimulation
length

E2 value at
ovulation
induction

|  Number of
follicles greater
than 16 mm

Number of
follicles smaller
than 16 mm

Total number
of oocytes

Total number
of M2 oocytes




CLUSTER: WOMEN AGED LESS THAN 35 YEARS OLD
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ndo confrontati per il numero di ovociti recuperati, sonc

tate trovate differenze statisticamente significative in entrambi i

Iuster di eta (< 35 e >35 anni) tra R-START e C- START COS.
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recenti datl della Ietteratura

’

1Y Inoltre le pazienti oncologiche presentano una risposta ovarica piu
- debole alla COS, in termini di numero di follicoli maturi >16 mm e

humero d| ovociti recuperati totali e M2 rispetto alle pazienti sane di

-Domlngo 2012, Friedler 2012, Quintero 201 I). : :-; ---}\_,_:f_'f

= Ovarian response to stimulation for

Ovaran 1 Fesponsé o controlled fertility preservation in women with§

ovarian hyperstinulat gy 2 an”stimulation for fertility preservation in|atic

patients is diminishe
oncologicaltreatmen patients with cancer
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