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* Families regard oncofertility care asone of their highest unmet needs

* No consensus on fertility preservation management of paediatric patients

* The rapidly evdving technologies, outpacing clinical guidance, limited efficacy
* Takes clinicians intozone of clinical uncertainty

* Variation inclinical practice, based onclinician preference/parental demand

ASCO 2013, NICE 2013,ASRM 2013, McQuillan JPO2013,
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* Parents surrogate decision makers
* Complex decision in time pressured and vulnerable environment

* Experimental nature isnot a deterrent

\*’»;, ‘
\1 » Decision Regret
R

Connor AM,, Medical Decision Making. 1995 Wyns et al,, 2015;
Peate etal."BIC 2012, 106(6), 1053-1061

Ginsberg et al., 2014.
Li etal 2016 JAYAO

1. To describe the establishment of a formalised fertility programat
RCH (Aug 2013-2017)

2. The uptake of fertility procedures at The Royal Childrens Hospital
(had been doing so ad hoc since late 1980’s)

Describe safety data

4. Describe decisional regret in families




Setting: The Melbourne Experience
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McDougall et al IME 2017
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* Real aim is to facilitate informed discussions, decisions and coping
mechanisms, irrespective of fertility outcome as we cannot guarantee
future fertility

* to all patients and/or families with curative intentina clearand
consistent manner (by oncology)
* Consider Referral (Paed gynaecology, Endocrinolagy/ Surg):
« All pubertal children at any risk of infertility
* Pre-pubertal children at mod-highrisk of infertility
* At request of patient/family

¢ At discretion of oncology team

RCH intranet

5\-]/ The Royal Children's
Hospital Melbourne A great children's hospital, leading the way
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For health professionals

Maltes - Fertility Preservation Documents
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Male Fertility Preservation Discussion
Section A: Treating Clinical Team
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Families past and present, consent to

1. Use of medical recordsfor research: collect oncofertility, safety and efficacy data

2. Linkage to IVF andregister of births

3. Future research: if yes, then a Decision regret survey was sernt to parents and those 215 years

[Validated5 item decision regret scale Breuhaut et al. 2003 ]




Results : number of FP interventions 1987-2016

(n=301)

F SPERM

EITTCP ALONE

TSPERM & TTCP

TOTCP ALONE

TTOTCP & GNRH

7 OTCP & TRANSPOSITION
OTCP & OOCYTE

B OOCYTE ALONE

” B GNRH ALONE

2 1TRANSPOSITION ALONE

Sperm 102,
[25%],

TICP 96 [24%]

TTCP = Testicular Tissue Cryopreservation
OTCP = Ovarian Tis e Cryopres ervaion

GnRH= G onadotropin-releasing hormone agonist

Trans position = Moving one or both ovaries away from a pebic
radiation field

Results :Fertility Preservation Procedures Over Time
306 subjects consentedtoresearch: 226 had FP, 76 did not, 3 missing

0 1% OTCP ‘

BSperm WTICP S OTCE @Oocys @GNAH M Transpositian

TTCP = Testicular Tissue Cryopres ervation

OTCP = Ovarian Tis sue Cryopreservaion

GnRHa = G onadotropin-releasing hormone agonist

Trans position = Moving one or both ovaries away from a pebicradiation field
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percentage
30

m Objective evidence
20

2013 2014 2015 2016
Year of presentation

This is the KPI, not the procedures

™ Documentation

* FP yes n=226 FP no
n=76

Diagnoses NOSES: NO FP

Median age diagnosis years 116 (0.9-19] 70(047) P<0.001

Vale 143 (87.7) 17 (10) P<0.001, 5.8 [3.1-11.3]
Female 83 (592) 60 (40.8)

Christian 106 (46) 30 (40) P=0.82

No religion 96 (43) 33 (44)

3 OTCP donein low risk patients
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OTCPn=89 TTCP=96 FPno
=75)

complications 4 port infections
2 bleeding
1tear bowelserosa
1delay tochemo

time from referd Median 0.5 days[IQRO-5,]
to be seen

tissue Follicle density 0.3-134/mm2,

No malignancy

4 oocytes
Follow-up 4 collected oocytes
Deceased 8/77

(10.4%)

1scrotaldehiscence

Median 0 days[IQR0-15]

2-5mm slices
No malignancy

15 had mature sperm dissected

5/60 (8.3%)  2.8%

Ho et al Clin Endo 2017

/ =

108 parents and 30 patients (76% participationrate), completed a

validated decisionregret survey about the fertility decision,

98% had medium to high risk of infertility

70% had had Fertility Preservation
50% within 15 years of diagnosis

10% could not recall discussion (> 75% leukemia, prepubertal,

low risk)

Brehaut et al 2003
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Likert-Type responses from the Decision Regret

Scale
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Figure. Item-level analysis of the Decision Regret Scale

Cut off between low and high regret,

60 .
18.6% reported high regret
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Figure 1. Decision Regret scores at the time ofthe initial
survey for each participant (N=129), calculated using the
Decision Regret Scale by Brehautet al.
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What influenced regret?

Discussions after high risk
gonadotoxic treatment

P= 002, OR9.1[16-52.7]

Discussion

Perception it won’t )
be successful within Having a FP

their lifetime procedure
P<0.005, 0R3.0 [1.46.3] P= 0.009, ORO0.2 [0.10.7]

What influenced regret?

Discussions after high risk
gonadotoxic treatment

P= 0.02, OR9.1[16-52.7]
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Perception it won’t )
be successful within Having a FP

their lifetime procedure
P<0.005, OR3.0 [1.46.3] P = 0.009, ORO0.2 [0.10.7]

12/25/17

10



Conclusions:

Formal research-informed oncofertility program:
serve need of families while bringing it into

the safe zone for clinicians

Acting in the right spirit:

Needs high levels of ethical oversight, Long term evaluation

Thankyou ©
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Results : 76% participation

+108 parents (mean age 40.0 6.7 ), 82.4% female, 79.6% Australian born

30 patients (mean age 20.0 *6.3), 46.7% female, 86.7% Australian born
«Child demographics at diagnosis: age 8.6+6.0, 68.1% female, 98% medium to high
risk of infertility, 70% had fertility preservation

*Time point they received survey:

FP No Total (%)

2 months 13 1 14 (10.1%)
6 months 20 10 30 (20.7%)
12 months 29 4 28 (203%)
> 18 months 40 26 66 (47.8%)

Development of RCH Clinical Ethical
framework (co-chair Lynn Gillam)

Ethically appropriate to offer the procedure in some circumstances in

the absence of proven benefit, within a system of governance because

* therisks of obtaining the tissue are low (in most cases)

* thereis an identifiable pathway to achieving the intended benefit
(with research work currently being done)

* thevalue likely to placed bythe patient on fertility in the future is
very high.

The clinician has to judge if it is medically safe, and makes usual
recommendations to families. Decision is value-laden thus within the
zone of parental discretion.

12/25/17
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* Prepubertal patients

* Delay to catreatment

* Not minimal risk

* Low risk of fertility loss

* Significant risk of not
leaving one gonad intact

* Discordance

* Parentsunwilling to
inform the child

* No curativeintent

* Unlikely to beableto
use the tissue

* Anytreatingclinician
has ethical concerns

McDougall etal JME 2017

Does not need family court approval
Storage may be for 20years
Tissue may never be wsed for research, evenafter death

Tissue can never be used by another person

Investigate
statutory
governance

12/25/17
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Primary ethical arguments :

¢ low risk (with careful selection),
* long lag phase, rapidly advancing research, §
* reproductive damage irreparable

* value likely toplaced on future fertility high.

Expected benefits have to be proportionate to the risk:

« fertility threatened

* capacity to benefit (le tissue is healthy, can be retrieved and reimplanted )
* low risk (won't jeopardise cancer treatment, no co-morbidities to increase

risks)

Clinical ethics checklist, oversight of individual cases more rigorous thanresearch

McDougall JME 2017

RESULTS — Impressions regarding success of FP
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GnRH
alone

Oocyte |Total |%
alone

Prepubertal 0 0 0 73 32.0
Postpuberta 82 41 5 17 2 147 64.7
|

Unknown 0 1 0 6 0 3.1
Low risk 3(3.8%) 2 0 0 10

<20%

Medium 19 13 2 12 1 47 20.7
risk

High risk 49 55 1 44 1 150 66.1
>80%

Unknown 9 7 0 4 0 20 8.7
Total 82(36.0%) 77(35.0%) 5(2.2%) 60(26.4) 2(1.1%) 226 100%

“I want mychild to know that we did all [wecould] ... “wotherorcpiow or no g

discussion was at a very late stage, rushed and without [enough]timeto adequately address [the] fertility
preservation process.’ father son had pem cdiection high R

‘..at the time we had to askwhat was available ...itwas not offered, ...... itcould havebeen missed..”
Mother, OTCP low or no DR

At the time of diagnosis | was tooyoung and immature to be making my own decisions about fertility
preservation, an option thatwould havelongstanding uses. Thus | am happy a decision was made for me
by an older individual.” ratent Trce tow or no o0&

‘I was very impressed by theinitiative taken on my behalf. | was very satisfied.” ratient Trce tow or no 0r

As it was ovarian slices, noteggs, myIVFspecialist is hesitantto usethem, as they may contain leukoemic
cells. | wish they had frozen the eggs instead. Until recently | felt [starting a family] would happen either
way, however that is notthe case.’ ratientorcpiow orno regret

12/25/17
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