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* A rare disease

* Miles and miles of desert
sand

* No Google

* No “expert opinions”
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Christmas, 2009

No Sign of Disease

Arshaan Adam (A Strong and Brave Man)

4



Christmas, 2010

A Diagnosis at last

Jahan Adam (Savior)




Jansen Metaphyseal Chondrodysplasia (JMC)

* A rare disease of bone and mineral ion physiology
*~ 30 patients known to date

* Autosomal dominant, caused by activating mutations
in the PTH/PTHrP receptor (PTHR1)

* Short stature, skeletal abnormalities,
hypercalcemia/hypercalciuria, nephrocalcinosis, renal
disease.



Dr. Harald Jueppner had been
researching Jansen’s Disease for 20
years, but never met a patient.
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The Jansen’s
Foundation formed in
February, 2017.

Jansen’s patient recovering from eardrum reconstruction, was

born with craniosynostosis - the fusion of the skull's bones, and

at two years old had to have his skull broken to make room for
his brain to grow.

Text Source: National Organization for Rare Diseases website, https://rarediseases.org/rare-diseases/jansen-type-metaphyseal-chondrodysplasia/.
Picture Source: Jansen’s Foundation website:



https://rarediseases.org/rare-diseases/jansen-type-metaphyseal-chondrodysplasia/

Jansen’s Foundation and MGH

ORIGINAL ARTICLE

Jansen Metaphyseal Chondrodysplasia due to
Heterozygous H223R-PTH1R Mutations With or
Without Overt Hypercalcemia

Connected with the research team )
at MGH, and has been supporting T . Tarricha, i T, SR CoSks . LAmyiart st Halhs Mopet

Department of Pediatric Genetics (S.N., DY), Amrita Institute of Medical Sciences and Research Center,
th e resea rc h effo rts Aims F_N_:ne.kkara PO, Cocr!in 6320@!1, Kerala, !nchai Munroe-Meyer Institute for Genetics and
[ Rehabilitation (E.T.R.), University of Nebraska Medical Center, Omaha, MNebraska 68198; Department of
Kidney Diseases (C_B.L.), Lurie Children's Hospital of Chicago and Feinberg School of Medicine,
Northwestern University, Chicago, lllinois 6061 1; and Emdocrine Unit (E.F-R., TJ.G., H_1.) and Pediatric

Nephrology Unit (H.).), Massachusetts General Hospital and Harvard Medical School, Boston,
Massachusetts 02114

Context: Jansen's metaphyseal chondrodysplasia (JMC) is a rare skeletal dysplasia characterized by
abnormal endochondral bone formation and typically severe hypercalcemia despite normalflow
levels of PTH. Five different heterozygous activating PTH/FTHrP receptor (PTH1R) mutations that
change one of three different amino acid residues are known to cause JMC.

Objectives: Establishing the diagnosis of JMC during infancy or early childhood can be challenging,
especially in the absence of family history andfor overt hypercalcemia. We therefore sought to
provide radiographic findings supporting this diagnosis early in life.

Patients and Methods: Three patients, a mother and her two sons, had radiographic evidence for
IMC. However, obvious hypercalcemia and suppressed PTH levels were encountered only in both
affected children. Sanger sequencing and endonuclease (Sphl) digestion of PCR-amplified genomic
DNA were performed to search for the H223R-PTH1R mutation.

Results: The heterozygous H223R mutation was identified in all three affected individuals. Sur-
prisingly, however, the now 38-year-old mother was never overtly hypercalcemic and was there-
fore not diagnosed until her sons were found to be affected by IMC at the ages of 28 months and
40 days, respectively. The presented radiographic findings at different ages will help diagnose
other infantsftoddlers suspected of having JMC.

Conclusion: The H223R mutation is typically associated with profound hypercalcemia despite lowy/
normal PTH levels. However, the findings presented herein show that overt hypercalcemia is not
always encountered in JMC, even if caused by this relatively frequent mutation, which ks similar to
observations with other PTHIR mutations that show less constitutive activity. (f Clin Endocrinol
Metab 101: 4283-4289, 2016)



Children Living with Jansen’s

“During childhood, affected individuals may begin to exhibit progressive stiffening and
swelling of many joints and/or an unusual ‘waddling gait’ and squatting stance.”

Post-Surgery Recovery

A few months post-surgery, the “Bends”
are already back

Jansen’s patient’s legs pre-surgery

Text Source: National Organization for Rare Diseases website, https://rarediseases.org/rare-diseases/jansen-type-metaphyseal-chondrodysplasia/.
Picture Source: Jansen’s Foundation website:



https://rarediseases.org/rare-diseases/jansen-type-metaphyseal-chondrodysplasia/

The Monster Inside
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See where our Jansen's Warriors Are At.
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All 5 Jansen’s warriors in America

al - '_._ 2

Summer 20~17

www.thejansensfoundation.org
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Creating Awareness for Jansen’s

Meet the Rare Family Who Account for
10% of All Cases of Jansen’s

There Are Just 30 Known Cases of Jansen’s Metaphyseal
Chondrodysplasia Worldwide

{ N Ni:

Nebraska’s Neena Nizar
Seeks Cure for Jansen’s, One
of World’s Rarest Diseases

(B AUGUST 20, 2019 & BY LARRY LUXNER IN NEWS

www.thejansensfoundation.org 14
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Inverse agonist (IA) improves bone parameters of C1-HR mice
WT C1-HR WT C1-HR
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The Jansen’s Foundation Mission

Nov. 2017 — RO1 NIH grant —
pre-clinical studies

June 2018 — Pre-IND meeting
with FDA

Sept 2018 — Patient Registry
2019 — NCATS TRND grant

www.thejansensfoundation.org



Never doubt that a small group
of thoughtful, committed
people can change the world.
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Warriors of Hope!

www.thejansensfoundation.org




Thank You!

www.thejansensfoundation.org

20



	Slide Number 1
	Slide Number 2
	Slide Number 3
	Slide Number 4
	Slide Number 5
	Jansen Metaphyseal Chondrodysplasia (JMC)
	Slide Number 7
	Slide Number 8
	Jansen’s Foundation and MGH
	Children Living with Jansen’s
	The Monster Inside
	Jansen’s Warriors around the world!
	All 5 Jansen’s warriors in America
	Creating Awareness for Jansen’s 
	MGH Research Team
	Inverse agonist (IA) improves bone parameters of C1-HR mice
	The Jansen’s Foundation Mission
	Slide Number 18
	Slide Number 19
	Thank You!

