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pathologies in US subjects with hereditary angioedema
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* Angioedema (AE) is a predominant manifestation in multiple medical - « Kinin levels were analysed in EDTA plasma with P using the qualified kinin assay. Kinin levels were analysed in EDTA plasma before (baseline) and following exposure to cold (4 °C) temperature (Figure 3).
conditions and is generally mediated by bradykinin (BK) and/or histamine. o ) ) o o . .
= Absolute bradykinin levels were low in plasma samples from people with HAE-CTINH at remission (Figure 1). Cold activation (CA) led to further elevated BK levels in people with HAE-CTINH vs HVs.
« Individual kinin and total kinin levels were slightly increased in people with HAE-CTINH vs HVs. Icatibant treatment had no effects on cold-induced KKS activation and BK generation.
Significantly higher BK1-9 and total BK levels in EDTA plasma from people with HAE-CTINH also at baseline (no CA).

« Differentiating BK-mediated from histamine-mediated AE and assessing the
role of BK in the pathogenesis of other conditions by measuring kinin peptides
remains a challenge due to their proteolytic instability and limitations of

e A gess Figure 1: Low absolute kinin levels in plasma from people with HAE-C1INH at remission
« Establishment and clinical validation of a method to accurately measure BK Figure 3: Increased kinin levels in EDTA plasma from people with HAE-C1INH at baseline and following CA
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+ Two of the HAE-CTINH individuals received a single 30 mg dose of icatibant B Braykiin C: cold actaton; CTINH 1 nhistor; HAE TN withCINH dficiency ; e@uantveted
subcutaneously one day before blood collection to treat an AE attack.
+ Levels of HMWK and cHMWK were analysed in EDTA plasma with PI by the qualified immunoblotting assay. * IHMWK and cHMWK levels were analysed before (baseline) and after CA in EDTA plasma (Figure 4).

Table 1: Demographics of study population + CA-induced cleavage of iIHMWK resulted in significantly increased cHMWK levels in people with HAE-CTINH vs HVs.

» cHMWK levels were expressed as percentage of total HMWK levels (intact and cleaved) (Figure 2).
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n=6 n=5( Ype ) + cHMWK levels were significantly increased in plasma from people with HAE-CTINH at remission vs HVs . * % cHMWK of total HMWK  in EDTA plasma was significantly higher from people with HAE-CTINH also at baseline (no CA).
. * Results from iHWMK and cHMWK analysis were in line with the results from kinin analysis.
Age in years, mean (SD) 34.0(12.4) 43.2(18.8) Figure 2: Increased cHMWK levels in plasma from people with HAE-C1INH at remission
Sex: Male/female, n (%) 1(16.6)/ 5(83.4) 2(40.0)/ 3 (60.0) z Figure 4: Increased cHMWK levels in EDTA plasma from people with HAE-C1INH at baseline and following CA
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« A capillary-based immunoassay was also developed to quantify the intact «

HMWK (HMWK) and cleaved HMWK (cHMWK).>
Conclusions

+ The developed and qualified UHPLC-MS/MS kinin assay and the capillary-based immunoassay assessing iHMWK and cHMWK can be used to identify subjects with BK-mediated AE.

Reference « Increased kinins and cHMWK following exposure to cold temperature reveals the KKS pathway hypersensitivity in people with HAE-C1INH.
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