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Veélina tipa Pompes slimiba (LOPD)

Elposanas un skeleta muskulu bojajums

Elposana
 ElpoSanas nepietieckamiba
¢ Diafragmas nepietiekamiba

 Elposanas traucgjumi
miega

Skeleta muskuli
Plecu-iegurna joslas muskuli e IeSanas gritibas

e Muskulu sapes e Gritibas kapt pa
e Biezi krit kapném

¢ Gaitas traucejumi e Skolioze

Sirds

Reti pieaugusiem

Gastrointestinala
Griiti koslat/ Zoklu muskulu vajums
Svara deficits
RiSanas problémas/ “vaja méle”
Gastroezofagals reflukss

1. van der Ploeg AT, Reuser AJ. Lancet. 2008;372(9646):1342-1353.
® 2. Soliman Ol, van der Beek NA, van Doorn PA, et al. J Intern Med. 2008;264:333-3&3.
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Bérni un pieaugusie/skeleta muskuli ) W
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Leni progresejoss muskulu vajums

Muskulu sapes

Biezi krit

Staigasanas problemas, piecelSanas, kapsana pa
kapnem

Gaitas traucejumi

Muskulu atrofija

Goversa simptoms ‘“ Lapstinu sparni”
= Skolioze

= ]zteiktas lapstinas

= Paraspinala atrofija

Skolioze un
Paaugstinata kreatinkinaze plazma (CK) paraspinala atrofija

Hirschhorn R, Reuser AJJ. Beaudet A, Sly W, et al., The Metabolic and Molecular Bases of Inherited Disease.
New York: McGraw Hill, 2001:3389-3420. o




Progreséjoss proksimalo muskulu vajums

Progreséjoss muskulu vajums ir raksturigs
simptoms vairumam pacientu ar LOPD

» Kaju proksimalie muskuli skarti
vairak ka roku proksimalie muskuli

» Gurnu, paraspinalie un védera
muskuli ir biezi skarti jau agrini

» Elektromiografija (EMG) -
paraspinalo muskulu miotoniskas

B>80% of patients distrofijas aina
50%-80% of patients

<50% of patients

Distribution of skeletal muscle weakness in 94 adults with Pompe disease. Adapted from van der Beek®.

1. Hirschhorn R et al. The Metabolic & Molecular Bases of Inherited Disease. 8th ed. New York, NY: McGraw-Hill;
2001:3389-3420;
2. Kishnani PS et al. Genet Med. 2006;8(5):267-288

3. American Association of Neuromuscular & Electrodiagnostic Medicine. Muscle Nerve. 2009;40(1):149-160
Alejaldre A et al. Neuromuscul Disord. 2012;22(suppl 2):S148-S154




Veéelina tipa Pompes slimiba (LOPD)

* Progresejoss proksimalo muskulu (ipasi kaju muskulu)
vajums — ir visbiezakais LOPD3” simptoms

Diafragmas vajuma izraisita elposanas nepietiekamiba,
kas var izpausties ar ortopnoju vai elpas trukumu
slodzes laika, dazkart galvassapes no ritiem*®

Viegli vai mereni paaugstinats kreatinkinazes limenis
(CK) asinis (400-2000U/L) 14

1.American Association of Neuromuscular & Electrodiagnostic Medicine. Muscle Nerve. 2009;40(1):149-160

2.Hirschhorn R et al. The Metabolic & Molecular Bases of Inherited Disease. 8th ed. New York, NY: McGraw-Hill; 2001:3389-3420
3. Kishnani PS et al. Genet Med. 2006;8(5):267-288

van der Beek N et al. Orphanet ] Rare Dis. 2012;7:88

4. Mellies U et al. Neurology. 2001;57(7):1290-1295

5. Mellies U et al. Respir Med. 2009;103(4):477-484

6. Tinkle B et al. GeneReviews. 1993. http://www.ncbi. nlm.nih.gov/books/NBK1261




Diferenciala diagnostika

Slimibas tips Diagnozes

Distrofij as P_Iecu-_i_egurlja joslas muskulu
distrofija
DiSéna/Bekera muskulu
distrofija
Miofibrilara miopatija
Miotoniska distrofija, 2 tips
Danona slimiba

lekaisuma miopatijas I

olimiozits
'Inclusion body myositis™




Diferenciala diagnostika

Slimibas tips

Citas metaboliskas
miopatijas

Motoneironu slimibas

NM junction disorders

Diagnozes
Mitohondriala miopatija
McArdle slimiba

Spinala muskulu atrofija
Amiotrofa laterala skleroze
Kenedija slimiba

Myasthenia gravis

ledzimtie miasténiskie
sindromi




Plecu, iegurna joslas muskulu
distrofija vai Pompes slimiba?

Pacienti ar aizdomam par plecu, 144 10,2
iegurna joslas muskulu distrofiju vai
nediagnosticets proksimalo muskulu

vajums(2013)?

Neklasificeta ekstremitasu-jostasvietas 38 8.0
muskulu distrofija (2013) 2

Pacienti ar plecu, iegurna joslas vai 132 15,0

proksimalo muskulu vajumu,
aizdomas par Pompes slimibu

1. Goldstein JL et al. Muscle Nerve. 2009;40(1):32-36;

2. Bautista Lorite. Deteccion de la enfermedad de Pompe en pacientes con distrofi a de cinturas indefi nidas o
P hiperCKemias asintomaticas. Expert Rev Neur Ed Especial. 2013;13 (10, Simposio de la enfermedad de Pompe

Iberia — LATAM Cambiando el curso de la enfermedad de Pompe me issue):17-19

3. Preisler N et al. Mol Genet Metab. 2013;110(3):287-289




Paaugstinata CK asinis un Pompes
slimiba

Idiopatisks paaugstinats CK limenis 207 2,4
asinis val pirmreizgji pacienti ar
paaugstinatu CK limeni asinis (2013) 22

Asimptomatiska nezinamas etiologijas 137 2,2
CK limena paaugstinasanas asinis

(2013)

Paaugstinatu CK limeni asinis bez 104 3,8

kliniska muskula vajuma (2006) 2>

1. Bautista Lorite. Expert Rev Neur Ed Especial. 2013;13 (10, Simposio de la enfermedad de Pompe Iberia - LATAM
2.Cambiando el curso de la enfermedad de Pompe me issue):17-19;
S 3. Spada M et al. Mol Genet Metab. 2013;109(2):171-173; P
4. Fernandez C et al. Neurology, 2006;66(10):1585-1587




Pompes slimibas tests

Sausa asins piliena paraugs

» Asins paraugs panemts uz filtrpapira, 3 stundas zavéts
istabas temperatira, pareizi aizpildits un nosutits uz
specializétu laboratoriju.

» Pozitiva rezultata gadijuma papildus izmeklgjums
diagnozes apstiprinasanai?®

Goldstein JL et al. Screening for Pompe disease using a rapid dried blood spot method: experience of a clinical
° diagnostic laboratory. Muscle Nerve. 2009;40(1):32-36 °




Pompes slimibas terapija

Pompes slimiba ir patreiz vieniga neiromuskulara
slimiba, kurai iesp€jama enzima aizvietojosa terapija

Enzima aizvietojoSa terapija (EAT) samazina mirstibu
par 59%, salidzinot ar pacientiem , kas to nesanem

EAT pagarina pacienta dzivildzi, uzlabo motoras
funkcijas un elposanu, uzlabo dzives kvalitati

1. Strothotte S et al. J Neurol. 2010;257(1):91-97

2. van der Ploeg AT et al. N Engl J Med. 2010;362(15):1396-1406

3. European Medicines Agency. Assessment Report, Myozyme.
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-
Variation/human/000636/WC500160105.pdf. Accessed November 21, 2013




Myozyme ™ (alglucosidase alfa)

Enzima aizvietojosa terapija

e Myozyme - enzims - vieniga efektiga terapija Pompes
slimibas gadijuma

e Razots tiek pielietojot rekombineto DNS tehnologiju

e Lidzigi dabigam enzimam, Myozyme spej saskelt glikogenu




Myozyme
¢ Deva 20 mg/kg kermena svara

e [/V infuza veida ik 2 nedelas

3 & after dilution, the
Myozyme*

Myozyme™

50 mg

Powder for concentrate for
solution for infusion.

alglucosidase alfa
! Each vial contains 50 mg of
; ’-~ e alg ucosidase alfy.
-

After reconstitution, the
solution containe 5 mg of
alglucosidase alfa/ml and

Concentration varies from
. nct‘ﬂ"‘“ 05 mg 1o 4 mg/m
Owder for conce
> > sion-
“lution for '“fu?:
Wlucosidase alf

s Per vial,
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[S ary of Product Characteristics]. Genzyme Europ
Myozyme [Summ




Myozyme ™ Darbibas mehanisms

Myozyme (alglucosidase
alfa) “docks” on M6P
receptors on cell surface

Inside cell, Myozyme
molecules disassociate
from M6P receptors,
which cycle back to cell
surface

Inside lysosome,
Myozyme breaks down

glycogen to glucose




Myozyme ™ Glikogéna
saskelsana

Pirms terapijas 4 ménesi péc terapijas

glikogens

Electron micrographs of quadriceps muscle stained with Toluidine blue X198

Amalfitano et al. Genet Med 2001;3:132-8




Secinajumi

Pompes slimiba ir progres€josa, invalidiz€joSa un biezi fatala
neiromuskulara slimiba, kuras pamata ir enzima alfa glukozidazes
nepietiekamiba

Slimibai ir plass klinisko fenotipu spekirs ar atskirigu klinisko
simptomu smaguma pakapi un norisi, organu iesaisti, slimibas
manifestacijas laiku

Glikogena uzkrasanas muskulaudos izraisa progres€josSu muskulu
bojajumu ar muskulu vajumu, elpoSanas funkcijas traucéjumus un
priekSlaicigu navi

Pompes slimiba bitu jaizslédz visiem pacientiem, kuriem kliniski
novéero plecu iegurna joslas muskulu vajumu un/vai elposanas
disfunkciju un/vai paaugstinatu CK

Asins paraugs, kas panemts uz filtrpapira ir atrs un vienkarss tests,
kas ir pieejams, lai agrini diagnosticétu Pompes slimibu '




Kliniskais gadijums

ZEéns, dzimis no 2gr, 2dz.

Samazinatas augla kustibas gratniecibas
laika

Dz.svars 3000g, garums 51 cm, A 7/8
|zrakstits no dzemdibu nodalas 3. dzives
diena

Krits édinasana 1 ménesi (slikta ziSana)




Palielinata mele no 2 men. vecuma
Nenemas svara no 4. mén vecuma

Tahipnoe un pastiprinata svisana no

5.men. vec
Biezas respiratoras infekcijas




6,5 men.
Hospitalizéts BKUS BS Tornkalna

Svars - 6.8kg (3perc.), augums — 61cm (3perc.),
galvas apk. —42cm (10perc.)

Peléciga ada

Difliza hipotonija, lenganums
Nece] galvu, liela méle,
Tahipnoe

aknas (+1cm ), liesa (+1cm)




ALAT 244.1 U/L (horma 0-56)
ASAT 345.7 U/L (norma 0-56)
LDH 1563 U/L (horma 120-300)

BilirubIns - norma

Kreatinkinaze 2000 U/L (norma 0-280)
CK - MB 28.36 U/L (norma0-5.1)??

C reaktivais proteins -norma

Nav ketonu urina







7,5 men. —
Enzima tests
alpha-glucosidase — 0,1 umol/l/h (ref.: >3 umol/Il/h)

Genu sekvence(GAA) —divu heterozigotu mutacija:
- pirmas mutacijas lokalizacija - exon 2 (c.525delTp.E176Rfs*45)

e otras mutacijas lokalizacija exon 8 (c.1210G>A p.404N)

DNA size 1840Kb mRNA size 3847 bp 20 exons NM 000152 see the exons
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Pompe patients stories
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Paldies par uzmanibu!




