Hospital General de Granollers
Fundacio Hospital Asil de Granollers

Dona de 52 anys amb fractura
espontania de femur dret

X. Suris, V. Ortiz, A Ponce, N. Busquets,
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Intervencio quirdrgica: osteisintesl
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e Estudi AP e material fixat amb formol:
— teixit medular ossi amb canvis reactius
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18-09-2013

e Consulta M|l per hematomes espontanis als
darrers 15 dies

e Analitica amb 12.100 Plg.

« Comentada amb hematologia Dx PTI inicia
corticoides 1mgr/kg/dia amb pauta descendent
gue es poden retirar al febrer del 2014 (sense
recaiguda)
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Consulta a reumatologia febrer 2014

53 anys. Treballadora de la neteja a I'hospital

« Pares amb consanguinitat (cosins germans)

« 7 germans: Un amb retard mental i fractura traumatica de colze a la
infancia

* No habits toxics

« HTA a hidrosaluretil

« PTI tractada amb corticoides

* Sense altres antecedents ni factors de risc per fractures

* No fractures vertebrals

e Estudi analitic
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Estudi analitic

28/03/2014
glucosa 108
creatinina 0.9
AST 21
ALT 17

FFAA (35-104)

18 (15,16,11)

GGT 11
Calci (8,5-10,5) 10.8
Fosfat (2,5 - 4,8) 6.1
TSH 0.33
Cortisol 197
PTH 45
Calci orina 24 hores 99
Vit D 250H 12,6
Vit D 1-25 OH 42
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DMO

L1-L4 1,033 gr/cm?2 T score -1.2

Fémur total | 0,95 gr/icm?2 T score -0,4

Sospita clinica

Dona jove amb fractura atifica de femur en el context de
FFAA baixes i hiperfosfatemia...
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Estudi genetic

« Analisi del gen ALPL & variant p.[(Vail28Met)] també anomenada V128M. A
I'exd 51 als dos alels del gen (homocigosis), previament descrita i
enregistrada (un cas)

« Vitamina B6 244 (20-150)
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Piridoxina (piridoxal-5 fosfat)
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Welcome to the ALPL gene mutations database. This site has been compiled to provide up-to-date information about genetic variation of the ALPL gene
responsible for hvpophosphatasia.

The database has been initiated by the SESEP Laboratory (now integrated in Versailles Hospital as the Unit of Constitutional Genetics) and the Unit of Cell and
Genetics Pathology (EA2493) of the University of Versailles-Saint Quentin en Ywvelines, France.
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Hypophosphatasia is a rare inherited disorder characterized by defective bone and teeth mineralization and deficiency of serum and bone alkaline phosphatase
activity. For severe forms, the prevalence of the disease has been estimated to 1/300.000 in Europe and 1/100 000 in Canada The symptoms are highly variable
in their clinical expression, which ranges from stillbirth without mineralized bone to eartly loss of tooth without bone symptoms (Whyte 1994). The transmission of
severe forms is autosomal recessive while milder forms may be transmitted as dominant or recessive autosomal traits. The disease is due to mutations in the
alkealine phosphatase liver-type (ALPL) gene, also named the TNSALP gene See more informations in Crphanet.

The ALPL gene. localized on chromosome 1p36-34 (Greenberg et al 1990), consists of 12 exons distributed over 50 kb (Weiss et al. 1988) and is subject to

very strong allelic heterogeneity. To date, at least 280 distinct mutations are known (see the list of mutations below and the list of polymorphisms). The patients
examined mostly consisted of European, North-American, Australian and Japanese individuals.
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A O Normal bone cell

® P phosphate
X ALP  protein (Alkaline Phosphatase)

& Cav Calcium
o CaP bone

B T Abnormal bone cell
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Hipofosfatasia: subtipus

e Forma neonatal
e Forma del lactant
e Forma infantil

e Forma de l'adult;
— OM amb fractures de metatarsians i femur
— DMO variable

— Condrocalcinosi i calcificacions heterotopiques. Alteracions
dentaries

* Odontohipofosfatasia
 Pseudohipofosfatasia
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Hipofosfatasia : diagnostic

Disminucio persistent FFAA
Augment dels subtrats de I'enzim
Augment de P 1 Ca (no sempre)
PTH 1 Vitamina D normals

RX no-especifica

Bx ossia & OM

Estudi genetic

Dx diferencial FFAA baixes
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Hipofosfatasia : tractament

« Formes greus
— Tx moll d’'os
— GH

— Forma soluble de FANET recombinant humana
(TNSALP-Fc-D10)

e Adults
— PTH / teriparatide
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Nou eplsodl de dolor intens amb impotencia
funcional a gener 2015
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CLINICAL CASE BEMINAR
Adult Hypophosphatasin Treated with Teriparatide

] Dl Tl

TREATMENT OF
ADULT HYPOPHOSPHATASIA WITH TERIPARATIDE

Paulime M, Camacho, MDD, FACE! .-i.'-'.rlll.-urr'r Painter, MDA
and Brth Kadanaff, MI?

Parathyroid Hormone Treatment Improves Pain and
Fracture Haaling In Adult Hypophosphataszis

BT, Eronng Warnen, Ane dTainen

SPECIAL FEATURE

Clinlca Case Seminar

Lack of Sustained Response to Teriparatide in a
Patient with Adult Hypophosphatasia

Claudia Gagnon, Natalie A. Sims, Steven Mumm, Sybil A. McAuley,
Caroline Jung, Ingrid J. Poulton, Kong Wah Mg, and Peter R. Ebeling

Departmant of Medicine (Royal Melbourne HospitalWestern Hospital), University of Melboume (C.G.,
S.AM, PRE), Western Hospital, Melbowme VIC 3011, Australia; 5t Vincent's Institute of Madical
Reseanch (NLAS., 11P.), Melbourne VIC 3065, Australla; Washi n University School of Medicine
(5.M.), and Shrners Hospital for Children, St Louts, MEsoun 63110 and Department of Endocrinclogy
and Diabates {C_1, K.WINL), St Vincents Hospital, Fitznoy WIC 3065, Australia

Teriparatide treatment in adult hypophosphatasia

Cage report

in a patient exposed to bisphosphonate: a case report

Calaif Tissue Int{2012) 250
DOL M 1M F 22 3-011-9562-5

LETTER TO THE EDITOR

Failure of Teriparatide in Treatment of Bone Complications
of Adult Hypophosphatasia

Michd Laroche
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Humer

Sexe | edat | Dent. Fx FF | Genetica TX durada FFAA Clinica Imatge
AA
? 56 Si 3MT 10- | Heterocigot | TPTD 50n/2off FFAA 6 setm 2-10
Femur D 24 | EXO10 /160N 24246 mesos
Q 56 Si MT 8 2 mutacions | 1-84 1 any on 8 a22 4 8 mesos
Femur E 2m off mesos
Femur D 1 any on
? 64 ? Femur E 8 2 mutacions | 1-84 18 mesos | 8&a25 2 “llarg”
(10 anys) mesos
Femur D
Q 75 ? MTT 14 | Not TPTD 24 mesos | 14&30 No DMO
Brac E performed fracture | +8 6% CL
Humer Di E S +1.2% FT
durant
Tx
? 53 Si FemurDiE 20 | - TPTD 34 mesos | 20&31 | Few 4-16 m
weeks
9 53 Si FemurEiD 3-8 | 2 mutacions | TPTD 13 m 8->19- Milloria 13 m
Vert Exo 6 >11 inicial 8-
10 m
9 43 ? Costals 21 | Heterocigot TPTD 12 = Empitjor | Pseudoartr
Femurs EXO 12 ament osi humer
Pelvis
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o Teriparatida. Inici desembre 2014

 Milloria del dolor a les dues setmanes
— EAV: 8.5/10 & 2/10 (15 dies) & 0/10 (3 mesos)
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ﬁ
28/03/2014 21/1/2015
FFAA (35-104) 18 (15,16,11) |25
Calci (8.5-10.5) 10.8 9.9
Fosfat (2.5-4.5) 6.1 5.4
Vit D 250H 12,6 15
Piridoxina (20-150) |244 177
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Evolucid imatge
TAC 23-02-15
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