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Kliniskais gadijums

£ 49 gadi

Muguras sapes (no 40q9.)

Grati kapt pa kapném (no 459.)
Gratibas staigat (no 47g.)

Grti pacelt rokas (no 47g.)
Proksimalo muskulu vajums
Pozitivs Goversa simptoms




Diagnozes
« Reaktivs artrits
Osteohondroze, spondiloze

Reimatoidais artrits
Plecu-iegurna joslas muskulu distrofija
Kaju paraparéze




Analizes
* ALAT 54 U/L (norma <40)
* ASAT 46 U/L (norma <40)

* LDH 264 U/L (horma <243)
* Kreatinkinaze 269 U/L (norma <175)

Apstiprina Pompes slimibu




Kliniskais gadijums

£ 23 gadi

Sudzibas par stipram galvas sapem 2 nedelas, nevar stradat

G.arsts nozime pretsapju zales, ieteikts oftalmologs (N)

Sudzibas turpinas, vizites pie dazadiem arstiem

Neirologs nozime MR un CT galvai (N)

Asins biokimija CK >

Nosuta pie reimatologa, izmeklejot aizdomas par muskulu
vajumu, nozimeta muskulu biopsija:

Diagnoze: Iekaisuma miopatija

Terapija steroidi, bet bez uzlabosanas ( bezmiegs, svara
pieaugums)




31.g., izkapjot no masinas, nokrit zeme un nespej piecelties.

G.arsts nosuta pie cita neirologa, kurs nozime 6 dienu
steroidu kursu, bet bez labosanas.

Atkartota muskulu biopsija: nav datu par iekaisuma
miopatiju

EMG — nav neirogena bojajuma

Neirolgs nosuta pie neiromuskularo slimibu specialista,
kurs pazino, ka nezin neiromuskularu slimibu, kas noris
ar galvas sapem, tomer nozime pec 9 menesiem jau 3-o0
muskulu biopsiju un EMG, kas ir bez redzamas
patologijas




Sudzibas turpinas

Papildus ir pievienojies klepus

Nosuta pie pulmonolga

Nozimeti aerosoli ar steroidiem

Paradijusas sapes kajas, rokas, muguras muskulos

32.8.

Stipras galvas sapes, jutigums uz gaismu, skanu

Ilgstosi DNL

Neirologa konsultacija Minesota

Nozimeta EMG un sirds izmeklesana (bez buitiskas atrades)

Izsaka aizdomas par Pompes slimibu un nosuta uz enzima
aktivitati

33.g. — apstiprina Pompes slimibu




Tifanijas stasts

Biezas ARS no agras bérnibas
Regulari klupa un krita ejot un skrienot
, Svara un garuma deficits
 Pneimonija 7g.v., aizdomas par CF

» Regularas vizites pie dazadiem specialistiem saistiba ar
biezo slimosanu un mazo svaru

11 gadi

« Teéva braléna (pediatrs no Maijo klinikas) ciemoSanas
majas

« Aizdomas par miopatiju

Stacionéta Maijo klinika: apstiprinata Pompes slimiba




Tifanijas stasts

12 gadi

« Kermena svars 22 kg (<<<3 pec.)
* Plausu funkcija 40% no normas

» Papildus skabekla terapija nakti

* Progreséjosa skolioze

16 gadi

» Plausu funkcija 20% no normas
 |nvalidu ratinos

 lesaistita EAT kliniskaja pétijuma




Pompes slimiba

Patofiziologija

Kliniskie simptomi
* Diagnoze
Secinajumi




* Pompes slimiba ir reta, progreséjosa, dzivibu
apdraudosSa lizosomala uzkrasanas slimiba
(glikogenoze 2.tips), kas izraisa neatgriezeniskus
muskulu bojajumus

* Holandiesu patologs Pompe 1932. gada pirmais
aprakstija Sis slimibas klasisko (zidainu) variantu,
atzimédams masivu glikogéna uzkrasanos audos.

Glikogéna uzkrasanos audos izraisa progreséjosu
muskulu vajumu, progresé€josus elpoSanas funkcijas
traucéjumus un daudzos gadijumos arT priekslaicigu
navi

Kishnani et al. ACMG Practice Guideline. Genetics in medicine.2006 Vol. 8 No. 5.




Klinisko simptomu spektrs ir plass un to sakums,
Izpausmju veidi un smaguma pakape ir variabla

Autosomali recesiva slimiba

Incidence 1 in 40,000 (14’000 — 300°000) pasaulée

Pompes slimibas sinonimi: Skabas maltazes
nepietiekamiba/ acid maltase deficiency (AMD),
Glikogena uzkrasanas slimiba, 2 tips (GSD-Il),
Glikogenozes 2-ais tips

Kishnani et al. ACMG Practice Guideline. Genetics in medicine.2006 Vol. 8 No. 5.




ledzimtiba, epidemiologija, genétika

Autosomali recesivs iedzimsanas veids

E Abl VCCE_lki iI' l-as mutﬁcijas IlCSéji I Carrier mother Carrier father
(unaffected) (unaffected)

= 25% risks atkartota slima bérna [

piedzimsSanai ‘\
Epidemiologija/Incidence Gene vith
= 1:40,000 Normal  mutation
Geneétika

= GAA gene located on chromosome
179251

= Aptuveni 300 mutacijas ir identificetas ! 4 l

Carrier child Carrier child Affected
Unacf:\?lilted (unaffected) (unaffected) child

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




Pompes slimibas patofiziologija

Pompes slimibas gadijuma ir lizosomala enzima-
skabas alfa glukozidazes (acid alpha-glucosidase (GAA)
trikums, kas ir atbildigs par glikogena saskelSanu lidz glikozei

Illustration based on Raben et al. Curr Mol Med.
2002;2:145-166.
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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.




Pompes slimibas fenotipi

Kliniskie simtomi var sakties dazados dzives posmos un noritét ar dazadam
smaguma pakapém

Progreséjoss muskulaudu bojajums’

Symptom threshold /

\\\ N\\\ diagnosis
Progression to ventilator /

wheelchair use

\ \\\ Irreversible muscle damage
25 50

Age (years)

Clinical status

= |nfants === Children and Adults

* Intended to conceptually illustrate variability of disease progression; graphical depiction not based on individual patient data

lllustration based on:

1. 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.

2. Hagemans ML, Hop WJ, Van Doorn PA, Reuser AJ, Van der Ploeg AT. Neurology 2006;66:581-3.




Glikogéna uzkrasanas un slimibas progress

* Agrina perioda glikogéna
uzkrasanas vérojama
tikai atseviskas
lizosomas

+ Kiliniskie simptomi var ar1
nebat

Slimibas progreseésana

* Glikogéna uzkraSanas
jau izteiktaka lizosomas

* lespé&jama muskulu
disfunkcija

* Vieglas / vidéjas pakapes
miopatija

Lizosomu bojaeja un
glikogens nok|ust
citoplazma

Mskulaudu bojajums

Smaga miopatija

Glikogens jau parsvara
citoplazma

Muskulaudu izteikts
ultrastrukturals bojajums

Smaga miopatija ar fibrilu
bojajumu un traucétu
muskulu funkciju

lllustration based on Thurberg BL, Maloney CL, Vaccaro C, et al. Lab Investigations. 2006;86:1208-12“).




Enzima aktivitate un slimibas norise

Enzima aktivitates limenis ir saistits ar slimibas smaguma pakapi un slimibas
progreseésanu’

Klasiskais zidainu variants

ar loti zemo vai nenosakamo
enzima aktivitati (<1%) - strauja
un fatala slimibas gaita?

Slimibas fenotips saistiba ar enzima aktivitati

Bérni un pieaugusie ar
zemu vai vidéji pazeminatu enzima - R
aktivitati (1-30%) — slimibas gaita —— “—— >
|éni progreséjosa, slimibas gaita presephenctype

variabla?

Figure reprinted from van der Ploeg AT, et al. Pompe's disease. Lancet. 2008;372:1342-1353

1.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.
2. van der Ploeg AT, Reuser AJ. Lancet. 2008;372(9646):1342-1353. ®




Slimibas gaita ir atSkirig

Slimibas spektrs

a zidainiem, bérniem, pieaugusiem

Pacientiem novéro simptomus no vairakam organu sistémam: muskulaudi un skelets,
elpoSanas sistéma, kardiovaskulara (sirds), gastrointestinala

Zidaini

Zidainu tipa Pompes slimiba

Béerni&Pieaugusie

Velina tipa Pompes slimiba

(LOPD)

Pirmie simptomi jau pirmajos Bérniem un pieauguSiem

dzives ménesos, strauji
progresé un dzivildze Iidz 1
gada vecumam

Elposana slimibas norise pakapeniska,
Muskuli kelet simptomi var sakties no
T T[T £, T agrina bérnu vecuma lidz pat

Sirds pieaugusa cilvéka periodam.

Gastrointestinala

1. Kishnani PS, et al. J Pediatr 2006;148:671-676.
2. Muller-Felber W, Horvath R, Gempel K, et al. Neuromuscul Disord. 2007;17(9-10):69@706.




Pirmie simptomi un diagnoze

Pirmie simptomu paradiSanas

laiks videji ir 30 gadi (0-57.5)

gadi:

* 18.9 % simptomi jau pirms
12 gadiem

e 27.9 % pirmsl8 gadiem

Fist Complaints

Running Problems

Diagnosis

Problems climbing stairs

Problems rising armchair

Problems rising from lying

Walking problems

Start of wheelchair use

Start artificial ventilation

Start ERT

Death

Fig. 2 Age distnbution in 2013 for specific events m the course of
disease for 408 child and adult Pampe patienss (gray bars) refative to

that of the oniginal cohort of 54 Dutch patients (dorted bars) thatstarted in -~ event
2002. The number behind each bar indicates how many patienss provided
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information on the age at which these events occurrad. In the case of ERT
and death the number indicates the number of patients that underwent the

J. C. van der Meijden, D. Giingér, M. E. Kruijshaar, A. D. J. Muir, H. A. Broekgaarden, A. T. van der Ploeg. J Inherit

Metab Dis (2015) 38:495-503



Idainu klasiskais tips

Zidainiem izteikta muskulu hipotonija,
kardiomiopatija

Elposana

» Progresgjoss elposanas muskulu vajums
 Biezas elposanas celu infekcijas

* Nakts apnoe

‘Muskauli un skelets

e Progresgjoss muskulu vajums

o Izteikta hipotonija/ “floppy baby”
e Aizkavéta motora attistiba

Sirds
+ Kardiomegalija
* Progreséjosa kardiomiopatija

Gastrointestinala
Makroglosija
ESanas problémas
Svara deficits
Hepatomegalija

[ ) 1.Kishnani PS, Hwu W-L, Mandel H, Nicolino M, Yong F, Corzo D. J Pediatr 2006;148:671-676. [ )
2. 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.




