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Co se musi stat v CR abychom amyloidézu
diagnostikovali a |Iécili dobre ?

LEKARI V CESKE REPUBLICE,
ALE | V RADE ZEMi EVROPY

MUSI ZMENIT SVE
MYSLENI
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Co se musi stat v CR abychom amyloidézu
diagnostikovali a |Iécili dobre ?

DIAGNOSTIKA
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Co se musi stat v CR abychom amyloidézu
diagnostikovali a |Iécili dobre ?

Referecni
LAB
Naudit se PROTEOMIKA

Méné biopsii
ledvin a srdce!

DIAGNOSTIKA spravné barveni

Vice Kongo Cerveni Referecni
bezpecnych LAB
biopsii z tuku GENOMIKA
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Co se musi stat v CR abychom amyloidézu
diagnostikovali a |Iécili dobre ?

Referecni
LAB
Naudit se PROTEOMIKA

spravné barveni
Vice Kongo Cerveni Referecni
bezpecnych LAB
biopsii z tuku GENOMIKA

NAUCIT SE LECIT
,,RED FLAG”
hIedat

DIAGNOSTIKA

c FAKULTNI
Klinika hematoonkologie FN Ost/a Fl\pggm\clglﬁ




Nektere vybrana fakta

Amyloiddzy
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Nemocnych s amyloiddzou je vice
jen Je hledat!
Incidence 100 pts/rok v CR je cilem

Amyloiddzy
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Prehled v{/sledkﬁ ve FNO od 1/2013
Poblavi L8k Diagnéza | Vysledek_
E85.9 negativni
Muz 66 D75.9 fokalné pozitivni
Muz 74 C90.0 fokalné pozitivni
Muz 64 D47.2 negativni
Zena 71 C90.0 fokalné pozitivni
Muz 67 D47.2 fokalné pozitivni
Muz 62 D64.8 fokalné pozitivni
Zena 38 D72.8 negativni
Muz 81 C90.0 negativni
Muz 73 C85.9 fokalné pozitivni
Muz 57 N18.9 fokalné pozitivni
Muz 56 C90.0 fokalné pozitivni
Zena 57 D47.2
Zena 60 E85.9
Zena 81 D47.2 -
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Prehled v{/sledkﬁ ve FNO od 1-3/2013
m

E85.9 negativni
Muz 66 D75.9 fokalné pozitivni

fokalné pozitivni

Muz Za 3 méSI'CE negativni
Zena 3 AL p‘ﬁ MM fokalné pozitivni

fokalné pozitivni

Muz 5X AL primé I‘nl’/ZX fokalné pozitivni

Zena progrese AL negativni
Muz negativni
Muz fokalné pozitivni
Muz 57 N18.9 fokalné pozitivni
Muz 56 C90.0 fokalné pozitivni
Zena 57 D47.2 negativni
Zena 60 E85.9 nd

Zena 81 D47.2

==

\ FAKULTNI
NEMOCNICE
OSTRAVA




Red Flag!

Amyloiddzy
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Organ or syndrome present
in

Heart

70%
Kidney

70%
Liver

22%
PNS-ANS
Progressive sensory-
motor neuropathy 14%
Soft tissues
Purpura (periorbital)
Macroglossia 13%
Muscular pseudohypertr.

Early diagnosis is vital in AL amyloidosis

Early “red flags”

NT-proBNP >332 ng/L

(100% sensitivity)

BNP >73 ng/L (89% sensitivity)
Urinary aloumin > 0.5 g/day
eGFR <50 mL/min per 1.73 m?

Elevation of ALP or yGT in absence of
other causes

Neuropathic pain and loss of sensitivity
to temperature
Erectile dysfunction

Carpal tunnel syndrome
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| v CR mamel/vytvafime referenéni
lab pro:
proteomiku — BRNO
genomiku — je v Praze,

bude i1 v Ostrave,
které umonuji zachytit nemocne s AL ve vySsSi
poctu nez doposud a hlavne presne urcit typ
amyloidozy

Amyloidozy
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odber materialu — pro proteomickou

analyzu
4 biopsie postizené tkané — ihned zamrazit -80°C
o — transport na suchém ledu

4 biopsie — FFPE

4 abdominalni tukova tkan — aspirat cca 20 mg

— minimalizovat kontaminaci krvi !

— ihned zamrazit -80%

— transport na suchém ledu
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Shrnuti u prvniho pacienta
s ATTR amyloidozou

18p11.31
18p11.22

 ATTR se potvrdila

18q12.1

* Mutace v 2. exonu (SNP) 18q123

18q21.2

* Pacient heterozygot v tomto lokusu 23
e Substituce Val30Ala

 Tento typ mutace jiz byl publikovan v odbornych
¢lancich (pacienti USA, Cina)

 Neni vsak jedinym typem mutace na pozici 30
proteinového retezce
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Lécba — dogmata!

Amyloiddzy
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Autologni transplantace

Amyloiddzy
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Autologni transplantace je metoda
volby, zpravidla vSak ne ta nejlepsi!

Amyloiddzy
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Autologous stem cell transplantation (ASCT) versus oral melphalan and
high-dose dexamethasone in patients with AL (primary) amyloidosis: long
term follow-up of the French multicentric randomized trial
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Z novych Iéku je u AL amyloidozy
zasadnim prinosem
bortezomib

Amyloiddzy
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ITT analysis
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Bortezomib associated with alkylating agents and dexametazone
produces a rapid, deep and durable response in the majority of

Reece et al, Blood 2011,118:865-873; Kastritis et al, J Clin Oncol. 2010;28:1031-7; Gasparetto et al, ASCO
2010, Abstr. 8024; Mikhael JR, et al. Blood. 2012 Feb 13.; Venner CP, et al. Blood. 2012 Feb 13.
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Z novych Iéku je u AL amyloidozy
a
nemocnych s tezkym srdecnim
postizenim
rezimem volby bortezomib ,based",
ale | Setrné podany rezim
melfalan — dexametazon je
v pripadé ucinnosti dobrou volbou

Amyloiddzy
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A European collaborative study of treatment
outcomes in 346 patients
with cardiac stage lll AL amyloidosis.

Tab.: Haematological responses

Regime ORR CR PR ORR
(ITT) (ITT) (ITT) (evaluable)

M-Dex 40% 15% 25% 60%
Thalidomide combination 96 32% 11% 21% 64%
Bortezomib combination 23 43% 26% 13% 62%
Lenalidomide combination 13 38% 0% 38% 41%

ORR-overall response rate, CR-complete response, PR-partial response, ITT-intention to treat analysis

Amyloidazy

: Wechalekar et al. Blood 2013 Mar 11. [Epub ahead of]
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Figure 1b
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Figure 1c

Overall survival by presenting systolic blood pressure
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Pouceni z prace;:

| nemocni s jasne prokazanym zavaznym
poskozenim srdce maji Sanci na dlouhodobé
preziti v remisi
za jistych podminek:

Rychle zareaqguji na lé ¢bu a maji St ésti!

Amyloidozy
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Amyloiddzy
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Shrnuti |

AL Amyloidoza = necCekat s lecbou

Amyloiddzy
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Shrnuti I

AL Amyloidoza = nebyt agresivni

Amyloiddzy
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Shrnuti Il

Co se musi stat v CR abychom amyloidézu
diagnostikovali a Iécili dobre ?

LEKARI V CESKE REPUBLICE,
ALE | V RADE ZEMi EVROPY

MUSI ZMENIT SVE
MYSLENI
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Mame akcni plan

Amyloiddzy
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ZvysSit informovanost o amyloidoze
Definovat diagnosticke a leCebneé postupy
Zpristupnit epidemiologicka a lecebna data

Amyloiddzy
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Dekuji za pozornost
-
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