CHOPN s deficitem a-1
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AATD

a) Objeven v 60. letech 20.stoleti

b) Spojen s casnym vyvojem CHOPN bez
jednoznacného vztahu ke koureni

c) Postizené organy: plice, jdtra,
panikulitida, ANCA asociovana vaskulitida



Defektni AAT
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Defektni AAT
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A1AT Levels by Phenotype
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Decline in Lung Function According to Smoking
Status in Patients With AATD

Current smoking status

Never smoked Ex-smoker Current smoker
(n =208) (n=697) (n =22)
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Rychlost poklesu FEV,

AAT 0,5-1,0 g/| (heterozygozi)
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Klinicka prezentace CHOPN s AATD




Bazalni predilekce emfyzemu
FEV, < TL,,
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Klinicka prezentace CHOPN s AATD

Jde o MLADSI jedince,
casto s malou ndlozi cigaret

a atypickou symptomatologii
Proto se uvadi, AB, BE,..

DDDDD




Rates of AATD Underdiagnosis
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Screening - a proc?
a) MozZnost casnéjsiho zanechani koureni
b) MoZnost casnéjsi dpravy prostredi
c) Zvdzeni augmentacni lécby

d) Geneticka konzultace, planovani rodicovstvi



Mortalita NHLBI registr

A. FEV, < 50% Predicted B. FEV, > 50% Predicted

401 —— Never (n=162) = Never (n=215)
Partially (n=285) Partially (n=71)
— Always (n=2316) — Always (n=74)

p<0.001 logrank test p=0.41 logrank test
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AATD Registry Study Group, AJRCCM 1998



Efektivita suplementace AAT

Placebo
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Figure 3 Progression of emphysema in AAT-treated versus

placebo-treated subjects (modified ITT). *Estimated treatment

difference ween mean cha nges in u r".au_'.i_

Stockley, RA et al, Respir Research 2010



Decline in Lung Density With Alpha-1 PI
Augmentation Therapy

Estimated lung density decline in adjusted P15 (g/L at TLC over 48 months)
(RAPID Extension ITT population; N=140)
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Significantly lower annual rate of lung density (adjusted P15 at TLC) decline

in patients treated with alpha-1 Pl vs placebo

Chapman KR, et al. Lancet. 2015;386:360-368.



Shift in Rate of Decline with Alpha-1 PI
Augmentation Therapy

Treatment comparison for slow and fast decliners for adjusted P15 in
studies RAPID and RAPID Extension trials at TLC state (ITT population)

RAPID trial RAPID Extension Trial

Alpha-1Pl Placebo Early Start Delayed-Start

Lung density decline Group Group
N=93 N=87
N=76 N=64
Slow decliner, n (%) 68 (73.1) 42 (48.3) 50 (65.8) 48 (75.0)
Fast decliner, n (%) 24 (25.8) 43 (49.4) 25(32.9) 16 (25.0)
2-sided P value * 001 352

Treatment with alpha-1 Pl augmentation therapy was associated with fewer

patients being classified as fast decliners (> 2 g/L/year)

Fast = decline >2 g/L/year; Slow = decline <2 g/L/year; “Calculated by Fisher’s exact test for a 2 X 2 table comparing
treatment and decline category.

McElvaney, NG. ERS 2005. Abstract OA285.
Chapman KR, et al. Lancet. 2015;386:360-368.



RAPID: 6-Year Projected Life Extension With

Augmentation Therapy
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Lécba
a) CHOPN s FEV, v rozmezi 30-607% normy
OPRAVDU? (FEV, 30-707% normy, RA 950
nad 5/107%)
b) hladina AAT je pod 0,5 g/I (PiZZ, PInull)

c) jsou nekurdky (s objektivni verifikaci)

d) Lécba: AAT 60mg/kg/tyden
NEBO vic? Podle efektu? Titrace?



Ndrist detekce - PizZ
odhad prevalence v CR 400-500 pacienti !l




Aktualni pocty AATD

Fullfiled criteria
Below limt

Mild impairment
Normal lung function

augmentation supplied

LuTx/WL

30
19
2
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28/20 patients
(total/now)
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Charakteristika a monitorace

Vék-5001let  (25-69)
FEV1-545%  (15-113%)

Protokol:

Klinika: mMRC, CAT, symptomy
Spirometrie

Transferfaktor

CPET

CT hrudniku???

Co z toho poklddat za parametr efektivity???



Diagnostika AATD

MF, 48 let, bez zateze, kurak 20 let

Dg. CHOPN od 2009, lecba kombinaci
IKS + LABA,

Dechove obtize jsou vyhradné
vazane na namahu, patrny pomerne
rychly pokles FEV1 Opakovane infekty
d.c. vedou k exacerbacim, letos
jiz 3x (zhorseni oproti predchozimu
roku). Na kasel netrpi.



Diagnostika AATD

Objem [I]

FEV,=38% normy TL_.,= 57% normy
RV = 247% normy K., = 77% normy
TLC = 127% normy



Diagnostika AATD
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Diagnostika AATD
Prodleva diagnozy - JEN 6 let

CHOPN, 3/D, fenotyp emfyzematicky,
exacerbator (AAT 0,2 g/l)

Hladina AAT by méla byt
soucast diagnozy !l



Diagnostika AATD

muz, 47 let, bez zatéze, kurak do 1/2017
od detstvi Caste infekty d.c.,

1997 prvni PNO |.dx. s prolongovanym
unikem, proto VATS

12/2007 PNO l.sin. ve FNB,
5/2008 recidiva, proto VATS |.sin
Tehdy zjisten deficit AAT,

2009 doporucen do centra TN



Diagnostika AATD - 2010

FEV, - 103% normy, FEV,/VC - 767
TL.o - 64% normy, K., - 65% normy
RA (-950HU) - 3,8%




Diagnostika AATD - 2017

FEV, - 79% normy, FEV,/VC - 64%
TL.o - 44% normy, K., - 50% normy
RA (-950HV) - 19,7%




Registr CHOPN - praxe

730 pacientd
Odber AAT u 74,27%
AAT snizena u 13 (2,4%)

Primérnd hladina 0,69 g/|
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AKTUALITY

Deficit alfa-1 antitrypsinu

rozkladat a nicit bilkoy

piirozenym obsahem bilych krvinek.

Cist dal...

Lidé s deficitem alfa-1 antitrypsinu (AAT)

«a obstrukeéni plicni nemo
problémem ny zemi celéh

vyskytem, v Ceské republice se odhaduje na

Cist dal. .

Napiste nam

Vyplrite prosim Vase jméno a email, pfipadné i

SF Spravce financi




Centrum pro AATD

1) Screening CHOPN ve spolupraci s IBA
2) Registr AATD CZ ve spoluprdci s IBA

3) Screening postiZeni jater ve spolupraci s KH IKEM

Praha



Centrum pro AATD

Centrum pro CR

Pneumologicka klinika 1.LF UK a TNsP
Videnska 800, 140 59 Praha 4

Tel.: 261 082 422

Fax.: 261 082 206

E-mail: jan.chlumsky@ftn.cz



