Trisomy 13 and Trisomy 18:

A Changing Landscape?
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Fellowship Case
* Transport call from adult hospital :.

Can you take a 21 y/o female
with Trisomy 13? She’s en route
here, but we don’t take care of
that disease.”
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WHAT YOU
NEED TO KNOW
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https://www.hopefortrisomyl13and18.org/
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Trisomy 13 (Patau Syndrome)

¢ Brain and spinal cord anomalies (i.e.
holoprosencephaly)

* Heart defects (present in about 80%)
¢ Profound intellectual disability

Photocredit: nin gov

Trisomy 13 (Patau Syndrome)

* Cleft lip +/- palate
* Microphthalmia

« Cutis aplasia

* Polydactyly

* Rocker-bottom feet




Trisomy 18 (Edwards Syndrome)

* Intrauterine growth retardation
¢ Congenital heart defects
« Severe intellectual disability

Photo credit: pedclerk.uchicago
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Trisomy 18 (Edwards Syndrome)

« Clenched fists with overlapping fingers
* Weak cry

* Hypotonia

¢ Microcephaly

Photo credit: pedclerk.uchicago

Prognosis

* 90-95% mortality in first year
¢ Miscarriage, termination, or fetal death are common
¢ Many do not survive the first few days

e Common causes of death: apnea, ductal dependent or cyanotic
congenital heart disease, aspiration
* Median survival time
* Trisomy 13: 7 days
* Trisomy 18: 14.5 days

13 and 18_Pediatrcs. 2003,
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Aticles on ethics, quality of
ife, ns

Large study looking at mortaiity
in Trisomy 13 and 18
Fist article reporting.
¥ increased survival with,
cardiac surgery
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First cas report of cardiac
surgeryin Trisomy 13

Recent Mortality Studies

* 693 children with T13 and 1113 with T18
¢ Median survival 5 (T13) and 8 (T18) days
¢ 9.7 % of patients with T13 survived to 5 years, 12.3% with T18

¢ In both, children who survived first year had 80% chance of
survival to 5 years

Meyer et al. Survival of Children with Trisomy 13 and Trisomy 18: A Mult
te Population-Based Study. Am Gen Med Gene. 2016,
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Trisomy 13 Trisomy 18
Recent Mortality Studies
Trisomy 13 12.5 days 19.8% 12.9%
Trisomy 18 9 days 12.6% 9.2%

¢ 174 children with T13 and 254 with T18
« If alive at 6 months, had 50-60% chance of being alive at 10 years
* Increased survival in mosaic or translocation trisomies

Nelson et a. Survival and surgical nterventions for children with trsomy 13 and 18. JAMA, 2016
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What about surgical intervention?

* 23.6% of T13 and 13.8% of T18 patients underwent surgical intervention

* Median survival after first surgery was >1 year expect for ophthalmologic
surgery in T13 and cardiac surgery in T18

 Survival rates likely related to both patient selection and surgical benefit

Nelson et a. Survival and surgical interventions for children with trsomy 13 and 18. JAMA. 2016
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Cardiac Surgeries

¢ 73 operations in patients with T13 and 270 with T18
* 70% of centers surveyed will perform surgery in this population
« Types of surgery ranged from VSD repair to single ventricle palliation

* Complication rate higher (55%) than overall population (36%) for
both groups

¢ Mortality rate similar to overall population in T13 (~*10%) but higher
in T18 (15%)

* Pre-operative mechanical ventilation associated with increased
mortality

Cooper etal. Cardiac Surgery n Patients with Trisomy 13 and 18: An analysis of the Society of Thoracic
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Challenging the Status Quo

¢ Are trisomy 18 and 13 lethal?
¢ High neonatal mortality # lethality
« Definition of lethal depends on interventions received
 Full intervention could actually increase 1 year survival to 25%
 Cardiac surgery can increase survival

¢ What is the developmental and neurologic outcome?
 Studies show progression of milestones
 3-5 year old child has developmental age of 7-8 months

Carey, John. Perspectives on the care and management of patients with trisomy
18 and trsomy 13: striving for balance. Current Opinions in Pedatric. 2012
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Balanced Counseling

* Accurate survival statistics for individual child
* Avoidance of language assuming outcome

« Realistic presentation of developmental outcome without assuming
to know definition of “quality of life”

¢ Importance of family’s choice

A Stable Gray Zone

* Treatment decisions unlikely to become more clear

¢ What makes a gray zone?

. Survival

Neurocognitive deficits

Burdens of treatment

Different parents make different decisions

Pwne

1.Lantos and 1. alloto, Treatment Decisions for Babies with Trisomy 13 and 1.
HealthCore Ethics Committee Forum, 2017.




Why Do Doctors Still Struggle?

« Physician belief about quality of life with severe disability
« Allocation of health care resources to patients with high mortality
* Inability to have uniform approach, depends on baby and parents

JLantos and 1 Pallotto. Treatment Decisions for Babies with Tisomy 13 and 18. HEC Forum, 2017
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Why Do Doctors Still Struggle?

« Definition of futility depends on goal you are trying to achieve
« Difference in perspective between physicians and parents
¢ Concept of justice: treat equals as equals

* Treatment is ethically permissible and should be offered but not
required

Pyl etal
trisomy 13 and 18. Journal of Perinotology. 2015

Application to Palliative Care

* May meet these families prenatally or after birth
* Average age of consult 19-25 days
* Followed between 1 to 2,442 days

* Reasons for referral:
* Diagnosis
« Decisional support for interventions
* Transition to hospice
* Because they lived longer than expected

Mullin et al. Experiences of children with trsomy 18 referred to pediatric pallative
A 2019,




Parent Perspective

* 89% reported child’s overall life experience was positive
* 98% reported child enriched their lives

* 82% positive effect on siblings

* 68% positive effect on marriage

Janvier etal 13and
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ediotrics. 2012

Parent Perspective

* 35% felt judged for choosing intervention
* All parents reported recommendation for comfort care
* For prenatal diagnosis, 61% had termination suggested
¢ Heard phrases like:

* Incompatible with life (87%)

* Meaningless life (50%)

« Life of suffering (57%)

* Be a vegetable (50%)

Janvier etal 13and

pediatrics. 2012.

Parental Hopes and Fears

* 80% wanted to meet their child alive
* Bring their child home

* Give their child a good life

* Be together as a family

* Fear of pain, life in hospital

Janvier et al. Parental hopes, nterventions, and survival of neonates with
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What makes a supportive clinician?

Table 1. Co

tribution to a trusting e

tified in oper-ended questions {n = 322).

Suppart an

“being there” (42%)

Kindness toward child and famy

Provides reasonable hope

Advocates for child and parents

That they make important and difficult decisions

Janvier et al. Building trust and improving communication with parents of children
with Trisomy 13 and 18: A mixec-methods study. Palltive Medicine. 2

Where do disagreements come from

* 66% felt physicians did not see a unique baby

* 74% felt they had to fight to get therapies their child needed
* 35% felt judged for their decisions

* 42% did not want to be part of end-of-life decisions
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Shared Decision-Making

* Family-centered approach given existence in stable gray zone

* Clinical reasoning should be based on the specific case and not a
broad generalization

 Present range of options available
¢ “some families” approach

Summary

* Not as simple as incompatible with life

* Recent data suggests potential long-term survival, especially if survive
beyond 6 months

* Parents and physicians may have different views on quality of life

* Diagnoses live in a gray zone where several options are ethically
permissible

« Palliative care can play an important role in supporting parents and
helping teams provide care consistent with their goals

12



Sinclair Suggestions

¢ Always look up your topic on Twitter, YouTube, Reddit — you get good
stories and insights that are different than Google. Consider them
search engines like Pubmed and Google.

 Twitter — trisomy palliative — like this one — | didn’t know this — birth
of pediatric palliative care?

* YouTube This video has 5 million views!
https://www.youtube.com/watch?v=ToNWquoXqJI&feature=emb titl
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