Alagille Syndrome
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Alagille Syndrome
Defectivegenes: JAG1; NOTCH2

i The JAG1 gene product,
i Jagged-1, is involved in
signaling between cells. It
connects with adjacent cells
via the Notch receptor.
After the two connect,
signals pass between the
cells to control development
in a growing embryo.
Besides the eyes, this
signaling also occurs in
tissues such as heart, liver,
\ ears, and spinal column.
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Dept of Chemistry &
Biochemistry
Univ of Arizona

Normal Cells

The mutated JAG1 or NOTCH2
genes prevents proper signaling
between adjacent cells in certain
tissues of the growing embryo.
Ocular findings in this syndrome
often have little functional effect.

A wide variety of systemic
changes may occur leading to
serious malformations
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Autosomal dominant
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Jaundice

Normal Jaundice -
Yellowing is from accumulated

bilirubin in the skin, often
caused by liver and
agallbladder disorders

Liver

Gallbladder
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Signal-sending cell JAG1,2
DLL1,3,4

NOTCH1-4

vy-Secretase

Signal-receiving cell
Nucleus

NICD H
HDAc CoR

(R;:;zk .
A

Repressed Activated

P IAGT 5 aas o 7y 5 5,05 1) B3] poane aile a5 Sleeslgls ol o > a0k ol
Sodsbe 13 SedsBsn pee (o JWb Jole a5 conl oy Slapins 5l gk 53 Jobo Siligi

Sl e O



Bl

p3G.13

p36.11

20pL1.22

M1k 27

2031

20g13.12

20134
20c13.02

(L IRNTIN 1D

20pl2.3

20pl2.1
2pll.22

Mgl 22

20q1 2
2gl312

20q13.2
20g13.32

Chromosome 20

Legend:

s G to A miscnse mutation resutting te Aspargine

s 3 (5 Ol el Hies 1P13.3 Sjgar ) oo)led py39e9,S olisST (s95k ;> NOTCH2 5
Sielem sanl® eda Cge G55 olKiws Cledbsl ol o Joku SdlKws jus Jotuns (cmac

AL adls 5 slal 55 08 g LS (5595 B9ye 53 Sl e 0 (nl eizmen Al

p3d.3

p3d.2

p32.3

p3L.3

[ ] pad

p3l.1

P2z .2

p2l.3

pel.d
pl3.3

pli.z2

glz

q2l.1
0e1.3

f23.3
o2d .2

q25.2

025.3

g3l.3
1
gd2.13
qdz.2
gqd3
gdd

q3l.1

q32.1

032.2
4

N N O




Serrate

Wild Type B Notch deficient
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Cardiac Catheterization

Catheter

Narrowed artery

Alternative on X-ray image

site

Catheter
insertion site



Stent with Balloon Angioplasty

Build up of cholesterol partially blocking
blood flow through the artery.

Stent with balloon inserted into partially
blocked artery.

Coronary angiography vessel dye injection
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