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AATD: Lung and liver

Strnad et al., NEJM 2020



Alpha1-Studienzentrum

Liver disease in AATD

Strnad et al., Gut 2019; Hamesch…. 

Strnad, Gastroenterology 2019; 

Kümpers… Strnad, J Hepatol 2019; 

Schneider…. Strnad, Gastroenterology 

2020, 2021; Fromme… Strnad Gut 2021
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Liver disease in Pi*ZZ
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Chronic liver disease-a very slow process

10-50 years

Healthy liver Liver fibrosis Liver cirrhosis

(stage 4 fibrosis) 
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Chronic liver disease-a very slow process

10-50 years

Healthy liver Liver fibrosis Liver cirrhosis

(stage 4 fibrosis) 
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Liver function tests-“liver tears“

Half-life

AST=GOT <1d

ALT=GPT ~2d

GGT 7-10d

Sensitive, but not specific (drugs, viral infections, alcohol etc.)
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Liver function tests in AATD

Fromme et al. Gut 2022

Genotyp Pi*ZZ Pi*SZ Pi*MZ

Häufigkeit ∼1:2000 ∼1:500 ∼1:50

AST≥ULN 15% 5% 5%

ALT≥ULN 11% 9% 7%

Elevated liver function

tests should be examined!
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Liver fibrosis

Fromme et al. Gut 2022
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Liver fibrosis in AATD

Hamesch et al., Gastro 2019; Fromme et al. Gut 2022

F≥2 (moderate) ≥7.1 kPa 22%

F≥3 (severe) ≥10.0 kPa 12%

F=4 (cirrhosis) ≥13.0 kPa 5%
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Is evaluation of liver fibrosis helpful?
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Is evaluation of liver fibrosis helpful?

A B C

Pi*ZZ without 
hepatic 

endpoint 

Pi*ZZ with 
hepatic 

endpoint 

0

10

20

30

40

60

80

L
iv

e
r 

s
ti

ff
n

e
s
s
 (

k
P

a
)

7.1

10

13

p = 2.7x10-12

Pi*ZZ without 
hepatic 

endpoint 

Pi*ZZ with 
hepatic 

endpoint 

0.0

0.5

1.0

1.5

2.0

2

3

4

5

A
P

R
I 
(u

n
it

s
)

p = 1.6x10-10

Pi*ZZ without 
hepatic 

endpoint 

Pi*ZZ with 
hepatic 

endpoint 

0

2

4

5

10

15

F
ib

ro
s
is

-4
 i
n

d
e
x

p = 1.9x10-9



Alpha1-Studienzentrum

LSM (kPa) n
Follow-up 

years

Liver-related 

endpoints

Endpoints/100 FU 

years

<7.1 540 1922.8 0 0

7.1 – 10 103 391.0 6 1.5

10.1 – 14.9 50 206.2 8 3.9

15 44 113.6 27 23.8

APRI (units) n
Follow-up 

years

Liver-related 

endpoints

Endpoints/100 FU 

years

<0.5 545 1970.0 4 0.2

0.5 – 0.99 129 471.6 15 3.2

1.0 – 1.49 18 35.4 10 28.2

1.5 15 34.9 12 34.4

Is evaluation of liver fibrosis helpful?
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Comparing lung and liver
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Fibrosis and liver monitoring
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Who is at risk?

Diabetes

Obesity
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Pi*MZ-a disese modifier
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How to treat liver disease?

Strnad et al., NEJM 2020
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How to treat liver disease?
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How to treat liver disease?
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Fazirsiran for Pi*ZZ-associated liver disease
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Fazirsiran for Pi*ZZ-associated liver disease
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Fazirsiran for Pi*ZZ-associated liver disease
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Fazirsiran for Pi*ZZ-associated liver disease
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Fazirsiran for Pi*ZZ-associated liver disease

Strnad et al., NEJM 2022
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Fazirsiran 200 mg (N=12) Fazirsiran 100 mg (N=4) Total (N=16)

• No worsening of lung function 
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Fazirsiran for Pi*ZZ-associated liver disease
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Fazirsiran-Phase 3 study

• Australia

• Austria

• Belgium

• Brazil

• Canada

• France

• Germany

• Italy

• Poland

• Portugal

• Spain

• Switzerland

• UK

• US

For the full list of participating sites please visit the Redwood website: 

https://redwoodclinicaltrial.com/hcp-participating-research-sites#hcp-

full-list

https://redwoodclinicaltrial.com/hcp-participating-research-sites#hcp-full-list
https://redwoodclinicaltrial.com/hcp-participating-research-sites#hcp-full-list
https://redwoodclinicaltrial.com/hcp
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Summary

alpha1@ukaachen.de
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