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Non-malignant reasons for fertility
preservation

+ Conditions disposing to POI

* Diseases requiring treatment with chemotherapy or
ovarian surgery

* Social freezing
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Conditions disposing to POI

* Genetic

* Fragile-X, BPES, Turer
* Metabolic

* Galactosemia
* Autoimmune

» Autoimmune polyglandular syndrome orautoimmune
polyendocrine syndrome
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Diseases requiring treatment with
chemotherapy

» Hematological

- Thalassemia, aplastic anemia and other anemias, MDS,
*Renal

» Nephrotic syndrome and others
* Autoimmune

* Lupus

* Neurological

» Multiple Sclerosis
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How big is the need?
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Chronic diseases and ovarian function
post-chemotherapy

*Harward LE, Lupus, 2012:
* 43 women < 35 years with SLE, vasculitis, scleroderma

» Conclusion: more women with prior CYC had a higher
frequency of amenorrhea, nulliparity and infertility

* Rith EM, J Pediatr, 2005:
* 42 patients with SSNS since childhood

» Conclusion: patients with 22 courses of CYC had a
significantly higherrisk of not having children
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Permanent amenorrhea in 39 patients
treated with i.v. cyclophosphamide for
lupus nephritis depending on age and

intensity
<25 2/16 (12) 0/4 (0) 2/12 (17)
26-30 4/15 (27) 1/8 (12) 3/7 (43)
> 31 5/8 (62) 114 (25) 4/4 (100)
All ages 11/39 (28) 2/16 (12) 9/23 (39)

50% > 32 years developed amenorrhea at doses of 8g/n?
90% > 32 years developed amenorrhea at doses of 12g/m?

Mersereau og Dooley, 2010
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+ 138 girls; 206 boys

* European multicentre study

* Median age 13 years [4-28]

Fertility after bone marrow
transplantation

* Median follow-up time 6 years [3-12]
* Loss of gonadal function Q - 89%; d‘ :69%

* Risk factors: treated > 13 yo (OR 4,7;95% ClI 1,5-14,9)and
treated with Busulfan (OR47,4;95% Cl 5,4-418,1)

Borgmann-Staudt, 2012, Bone Marrow Transpl

Radova, 35122 Pacows, faly

Patients
In all, 252 women with a
study, Nenfeld’s eriteria(l,

autoimmuna APS-{
ADtofal rases
FIG. 1. Prevalerez of POI

Premature Ovarian Failure in Patients with
Autoimmune Addison’s Disease: Clinical, Genetic,
and Immunological Evaluation

G. Reata, L Wexlin, S Chen, | Furrmaniak, B Rees Smith, S, IMasiero,

M. P Albergoni, S. Cervato, R. Zanchetta, and C. Betterle

Endocrne Unit(G R, LM, Sh, 5.Ce A7, C.B) Departnent of Medical and Surgical Sciencss,
Universily of Padesa, F35128 Pacova, faly, FIRS Laboratonies RSELLD. (S.Ch, JF, BR.I), Cardiff CF14
SDU, United Nngdom: and Blcod Transrusich Senke (WP A), Azienda Ospetaliera-Universtanz gl

JCEM, 2011

TABLE 1. Mean age atonset of AD and POF in the
different patient groups

Patients with AD and POF

Mean age of
onset of AD (yr)

Mean age of
onset of POF {yr)

Total casesof AD  26.7 {range 3-62)

and POF

(n =52)
APS-1 and POF

(n = 20)
APS-2 and POF

(n = 26)
APS<4 and POF

n=6

17 {range 3-39)
35.5 (range 17-62)

23.2 (range 10-42)

28.5 (range 16-40)

24.1 (range 14-39)
32.3 (range 18-40)

25.8{range 17-37)

2511212017
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ORIGINAL ARTICLE

Endocrine Care

Fertility Preservation in Girls with Tumer Syndrome:
Prognostic Signs of the Presence of Ovarian Follicles

Borgstiam Rirgit, Hreinssan Julus, Rasmussen Carsten, Sheikhi Manam, Fred Gabnel
Keras Vicona, Fridstrom Margarsa,® Hovatta Juti®

Kardroka Inst hutet, Deoartments ot Fadiatncs (6.6 and Clinical Soence, Inkenenton, and Technoogy (RS M.
F.G.L KW, FNL HO )Y, Kardlinsa Unwersity Hosprtal Hudd nge, SE 141 26 Stockhaim, Sweden; and Ceperment of
Vioren'sand Chidren's Heatth (H.10 Uppsals Unversity Hosptal SE 75185 Uppsala, Seedzn

47/57 girls aged 8-19 years had OTC
15/57 (26%) showed follicles in the ovarian tissue upon histology
Those aged 12-16 years had the highest proportion of follicles in the ovary

The authors concluded: "Signs of spontaneous puberty, mosaicism, and
normal hormone concentrations were positive and statistically significant
but not exclusive prognostic factors as regards finding follicles”

Rigshospitalet

Do we offer OTC to our patients with non-
malignant diseases?
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Yes!
* Demeestere, Hum Reprod Update, 2009

* Autoimmune diseases, haematological disorders
* Dolmans, JARG, 2013

» Benign ovarian cysts, endometriosis, POI, Turner, galactosaemia,
SLE, systemic diseases, benign haematology

* Von Wolff, RBMonline, 2015

» Autoimmune diseases, benign ovarian cysts, sclerosis, aplastic
aneamia,

» Oktay, J Ped Adolescent Gynecol, 2016
* Turner
» Borgstrom, JCEM, 2009

* Turner
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Patients with non-malignant diagnoses in our cohort, N=
109

Aplastic anaemia 15  Aggressive fibromatosis 2
Other anaemias 1 PNH 6
MDS 13  Dermatomyositis 2
Tumer 10  Glomerulonephritis 4
BPES 1 Granulomatosis 4
XY gir 2 Sclerosis 4
POI 6 Sclerodermia 3
BRCA-1 pos 2 Minimal change disease 1
Benign ovarian cysts 5 Bechet's disease 1
Endometriosis 1 Osteopetrosis 1
SLE 1" Hemophagocytic lymphistiocytosis 3
Vasculitis 3 APS 3
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Our results

Humah Raproduceion, VoL30, No.| 2 pp. 2035-2845,2015
Adanced Aecess publeston on October 6.2015  dor:l 0.1 03 hummp /ded 3

Outcomes of transplantations of
cryopreserved ovarian tissue to 41
women in Denmark

ALK Jensen'* S.G.Kristensen', K.T. Macklon?, ).V. Jeppesen', ). Fedder?,
E. Ernst?, and C.Y. Andersen'
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Autotransplantation to 41 women

2840 Jensn exd.
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Results of autotransplantation to 41
women

Table Il The current reproductive outcome of women having frozen/thawed ovarian tissue transplanted in Denmark
(January 2015; data rep who hadap ich at transplantation)
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Results worldwide

T Assist Repmd Genet {2017 34315-336 @ P
DO 10.10071510815-015-0843-4

FERTILITY PRESERVATION

86 successful births and 9 ongoing pregnancies worldwide
in women transplanted with frozen-thawed ovarian tissue:
focus on birth and perinatal outcome in 40 of these children

Annette Kliver Jensen® « Kirsten Tryde Macklon®™ + Jens Fedder®  Frik Famst*
Peter Humaidan® » Claus Yding andersen’

We searched the literature and in 40 of these
deliveries information on the perinatal
outcome was provided

REGION
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Live births published in peer-reviewed papers
from women with non-oncological conditions
1 Sickle cell anemia Roux 3700 38
2 Thalassaemia Revel 3026 term
S PID Donnez 2370 38
4 POI Kawamura 3254 37
5 Thalassaemia Revelli 3970 39
6 Dermoid cysts Callejo 3500 38
7 Microscopic polyangitis  Donnez 2030 37
8+9 PNH Macklon 3351/4230 40/40
10 POI Suzuki 2970 38
1 Sickle cell anaemia Tanbo 3140 NS

é 12 Aplastic anaemia Jensen 3195 37

ol
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Recommendations

Human Raproductian, VoL, No.9 pp. 1802-1811, 2017
Adhvanced decass publicaon onJuly 21,2017 dot 101093 humrepsde21 8

human

reproduction

Update on fertility preservation from
the Barcelona International Society for
Fertility Preservation-ESHRE-ASRM
2015 expert meeting: indications,
results and future perspectives'®

Francisca Martinez®, on behalf of the International Society for

Fertility Preservation-ESHRE-ASRM Expert Working Group'

Hospial Univenarc Dedews, Cran Vi Carlos 117 175, 08208 Barcefona, Spain

Hespinll Diecins, Barcakona, Spain B<nal pacrman@d s com

Submtted an Morch 27, 101 75 cccpied on Mar 19, 2007
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FP options should also be discussed with adultand
younger women and men affected by several non-
oncological medical conditions

Table | Noneancological canditions raquiring fertility prassrvation.

Indcation Dicoxse
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ChurgSrauss sprd rore fessinophiic granuomatosis)
Steraid rasiart glamendomshris
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Hematopakese stam ¢af[trargp ntatan (Do rrez ard Dolmans, 3013, Aol ina 372255 Urres ponava 12 I munosupe resava tharapy

forhietal. 2014) b ) o seses (i e <l lanasrris, thal sjor. phatic aneerria)
Medical cord tians casing POI(ESHRE POI Gudeling Davs t  Ahered nutt dal was (Cernaz ard Kim, 201 |, Harward ol
Group,2015) 201%)
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Bata tralxsacmi [Poussou st ok, 2013
Eredormetrios = (Som ghara etal, 2015)
Male genetic disordes Kitieter's pndome [edsion ard Botraz 2014)
Testzular damsga ahl < al, 2010)
Cander resssignmert procedures (Darmey. 1008)
Sevare bady traumarequirng surgical itervantisn

PON pramanire oxartn b ffency.
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Novel indications for OTC

* Female-to-male transsexuals
« Ott, Arch Gynecol Obstet, 2010

» Social freezing or banking for anticipated gamete
exhaustion

* Stoop, Lancet,2014; Andersen and Kristensen,
RBMonline, 2015
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Conclusion

OTC should be considered in cases of:
1. Genetic conditions

2. HSCT for hematological or autoimmune diseases
unresponsive to standard treatment

3. Systemic diseases requiring treatment with
cyclophosphamide

4. Ovarian surgery for benign cysts or endometriosis
5. Other diseases/disorders with a risk of POI
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