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Outline:

= Cancer hos unga patienter och cancerbehandling som indikation
= Behandling av benigna sjukdomar med cytostatika

= Internationella rekommendationer

= Unga patienter och experimentella atgarder

= Sveriges erfarenheter

= Vad vi har lart oss under aren: Praktiska punkter

K. Rodriguez-Wallberg 2014-08-26
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Cancer | Sverige

ESocialstyrelsen Cancerfonden “#

= 2010 fick 1845 tonaringar och unga vuxna

@
(15 - 39 ar) cancerdiagnos i Sverige Ca ncer |
(Socialstyrelsen, Cancer i siffror. 2011 o
Stockholm). siffror 2013

Popul&rvetenskapliga fakta om cancer

= 2014 raknar man att minst var tredje person
i Sverige kommer att fa en cancerdiagnos
under sin livstid (Cancer i siffror 2013,
Socialstyrelsen & Cancerfonden).

L3 Rot}iguez—Wallberg 2014-08-26
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Man I Kvinnor

Varfor fertilitetsbevarande

1111 Atgarder ?
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Relativ dverlevnad
Totalsiffror for cancer, 1980-2010
5-ars relativ tverlevnad Man === Kvinnor
10-4rs relativ tverlevnad Man e Kyinnor
I Aldersstandardisering baserad pa International Cancer Survival Standard.
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Fran: Cancer i siffror 2013, Socialstyrelsen & Cancerfonden



If the treatment includes: 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

Cancer surgery

Shielding aiming at reducing damage of reproductive

Radiation therapy organs and surgical ovarian transposition

to pelvic organs

Use of ¢ reservation may also be considered prior
and gonads ryop ay P

to radiotherapy

Cytotoxic
treatment with
high risk of

gonadal damage

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

Hormone therapy Cryopreservation may be considered in women >33
for estrogen- years of age when a 5-year tamoxifen treatment is
sensitive breast planned and >28 years of age if a 10-course (ATLAS) is
cancer planned, as natural fertility diminishes with age.

Rodriguez-Wallberg and Oktay. Fertility preservation during cancer treatment:
clinical guidelines. Cancer Management and Research, 2014
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Table 4
Gonadotoxic impact of chemotherapeutic agents.

High risk of inducing ame norrfiea
+ Cyclophosphamide

» [fosphamide

« Melphalan

: fﬁ'f;ﬁf] I Benigna sjukdomar t ex.

« Procarbazine reumatiska, hematologiska

» Chiorambucil och neurologiska kan ocksa
Intermediate risk -

, Cisplatin b_ehandlfts med Fytostatlka. I

« Adriamycin vissa svara fall aven med
Low risk benmargstransplantation

+ Bleomycin

¢ Actinomycin D
« Vincrnstine

« Methotrexate
s S-Fluorouracil

Rodrigue2Wallberg and Oktay, Cancer Treatment Reviews 2
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Cyklofosfamid toxicitet

63 patients with SLE treated with Cyclophosphamide:
= |f women <30 years: D40% POF
= Women 30-40 years: D60% POF

= POF developed also after significantly higher cumulative
doses of cyclophosphamide (28g vs 15 g) (Mok 1998)

(TheErlangencohort Manger, 2006)

= Case 1: Woman 20 y of age planned for a treatment with
cumulative dose <15g ??

= Case 2: Woman requiring repeated treatments ??

K. Rodriguez-Wallberg 26/08/2014
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ntal patienter som konsulterat och genomgatt fertilitetsbevarande atgarder
Reproduktionsmedicin Karolinska Universitetssjukhuset 1998-2013

Total N=1388

“Total
®Barn

~ Vuxna /

Man N=681
Kvinnor N=707

Ej genomgatt FP
N=125

K. Rodriguez-Wallberg

RodriguezWallbergKA, Borgstrom BHovattaO. Lakartidningéorlfﬁgé?m
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Maligna indikationer for fertilitetsbevarande
atgarder: ca 70% av >700 patienter

= Brostcancer:
= Behandlingsprotokol hogrisk for infertilitet
= Infér neoadjuvant behandlling??

= Hematologisk
= Hodgkin lymfom: Embryos
= |Leukemia ??
= Gynekologisk cancer Agg
= Fertilitetssparande kirurgi om mgjligt
= Qvarial cancer ??
= Endometriecancer ??

=  Sarcomas

Ovarievavnad

Prepubertala och unga flickor ?

K. Rodriguez-Wallberg 2014-08-26
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Ovarian tissue can be cryopreserved for future in vitro
growth and maturation of ovarian follicles or for xeno-

transplantation aiming at obtaining mature oocytes in vitro
in case of ovarian involvement

Antral follicle development
in human mrlan _tlssue

‘.,Pﬂmarv folllcle _pu-ntml iolllclo

lraroornaeld

0 5 0

.\.

RodriguezwWallberg and Oktay, The Oncologist, 2012 Oct l



S8 I

@ o s n Karolinska
KAROLINSKA %3¢ [
[ minersilel saprifefinised

-'i‘_.i..-N_ D‘ 1?"\“

Benigna indikationer for fertilitetsbevarande
atgarder:

= Benign sjukdom som ska behandlas med cytostatika:
= Autoimmun sjukdom, reumatisk, vasculit,
= Aplastisk anemi, thalassemi, MS infor HSCT
= Planerad kirurgi med risk for ovarialskada och paverkan pa
framtida fertilitet
= Endometrios
= Endokrinsjukdom relaterad till prematur menopaus

= Genetisk tillstand med risk fér prematur menopaus:
» Turner syndrom
= Annan indikation med inséttning av en behandling som kan vara
skadlig for reproduktionsceller
= Tyroidea cancer infor radiojod beh,

K. Rodriguez-Wallberg 2014-08-26
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A fourteen year-old with Turner s mosaicism
Abdominal ultrasound under COH

Oktay, Rodriguez-Wallberg & Sahin, Fertil Steril 2010

[@F |
1 L 31.64 mm
2 L 2352 mm

K. Rodriguez-Wallberg
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Internationella rekommendationer: Cancer | fokus
ASCO - ASRM - ESHRE

Literature review 1675 potential articles
= 233 articles + 43 complementary studies or reviews
= A meta-analysis was not performed (too small studies)

= 111 studies reported on pregnancies, live births or IVF outcome.
The majority case reports

ASCO (Journal of Clinical Oncology, June 2006), updated 2013

K. Rodriguez-Wallberg 2014-08-26
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Unga med cancer — Nationella grupper

= Indikationer ar identifierade och metoder finns inklusive
experimentella metoder: ov vavnadsfrys, ov-stimulation med
gonadotropiner for aggfrys ocksa mojligt

= Flera arbetsgrupper — SKL arbetsgrupp UNGA — Vavnadsinratning
- Regionala Cancer grupper — Yrkes arbetsgrupper, nationella och
regionella (BC, Leukemia, Hodgkin)

Benigna indikationer ?

= |nga nationella riktlinjer &nnu

K. Rodriguez-Wallberg 2014-08-26
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Svenska erfarenheter — metoder - lag

= Gaéllande lag: mgjligt for par att frysa ned embryo
= Kvinnor kan frysa obefruktade agg/vavnad - METODEN FINNS

= Ensamstaende kvinnor far ej assisterad befruktning —
Ovariereserv minskar med alder — manga soker DI, D-IVF
utomlands

= Lagandring 2013: Ny patientgrupp for FP: Transsexuella
personer

= Ny lagandringsforslag f o m 2015: Ensamstaende kvinnor

K. Rodriguez-Wallberg 2014-08-26
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Sex Differences in Fertility-Related Information Received by

Young Adult Cancer Survivors
Gabriela M. Armuand, Kenny A. Rodriguez-Wallberg, Lena Wettergren, Johan Ahlgren, Gunilla Enblad,
Martin Higlund, and Claudia Lampic
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Purpose
The aim was to investigate male and female cancer survivors' perception of fertility-related
information and use of fertility preservation (FP) in connection with cancer treatment during

reproductive age.

Methods
The study sample consisted of cancer survivors diagnosed from 2003 to 2007 identified in

population-based registers in Sweden. Inclusion criteria included survivors who were age 18 to 45
years at diagnosis and had lymphoma, acute leukemia, testicular cancer, ovarian cancer, or female
breast cancer treated with chemotherapy. Of 810 eligible participants, 484 survivors (60%
response rate) completed a postal questionnaire.

Results

The majority of male participants reported having received information about treatment impact
on fertility (80%) and FP {68%), and more than half of the men banked frozen sperm (54 %).
Among wommen, less than half (48%) reported that they received information about treatment
impact on fertility, and 14% reported that they received information about FP. Only seven
women (2%) underwent FP. Predictors for receiving information about treatment impact on
fertility were a pretreatment desire to have children (odds ratio [ORI, 3.5), male sex (OR, 3.2),
and being = 3b years of age at diagnosis (OR, 2.0). Predictors for receiving information about
FP included male sex (OR, 14.4), age = 3b at diagnosis (OR, 5.1}, and having no children at
diagnosis (OR, 2.5).



N Ty
L TNy
2

& o et Karolinska
KAROLINSKA 5¢%: fattine:
[ 'miversitefsspnbeiinised

.'?.1.,. N l?:\i."l

Vad har vi lart oss : Praktiska punkter

= Radgivning ar oerhort viktig. Information férkortad fertilperiod.

Nagra av vara patienter som har aterfatt spontana menstruationcykler har
lyckats fa barn nar de forsokte. Chansen till graviditet for en kvinna &r stérre ju
yngre hon ar.

= Information om alternativ till att bli foralder ar ocksa viktig for patienterna.

= Vid avsaknad av tid, kan FP efter kemoterapi erbjudas och en klinisk
bedomning kan planeras ungefar sex manader efter avslutad
kemoterapibehandling.

= Matning av ovariareserv genom kliniska och biokemiska markoérer kan hjélpa
till vid bedémningen.

K RodriguezWallberg& Birgit Borgstrom

K. Rodriguez-Wallberg 2014-08-26



