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» The kinin biomarker assay can be used to assess bradykinin-forming cascade sensitivity in » Kinin levels were analyzed in EDTA plasma before (baseline) and following cold activation (Figure 1). « Cold activation caused elevated BK and kinin related peptide levels in samples from people with HAE-FXII and HAE-PLG, indicative of
BK-forming cascade sensitivity to triggers (Figure 3).
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Importantly, the assay allows evaluation of BK-forming pathway sensitivity in plasma samples « BK and other kinin related peptide levels were significantly higher in plasma from people with HAE-CTINH also at baseline (no cold * Two individuals with HAE-PLG without history of AE attacks did not respond to cold activation.
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from people with HAE with normal C1INH (HAE-nC1INH) and with HAE or AE of unknown activation). Figure 3. Increased bradykinin levels in EDTA plasma from people with HAE-nC1INH at baseline and following cold activation
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pathologles, |nC|Ud|ng BK-mediated angloedema. el . : 7 L == .. pecticty BK: Bradykinin; CTINH: C1 inhibitor; FXII: factor XII; HAE: hereditary angioedema; HAE-FXII: HAE-nCTINH with genetic variant in FXII; HAE-nCTINH: HAE with normal CTINH; HAE-PLG: HAE-nC1INH with genetic variant in PLG; HVs: Healthy volunteers; PLG: plasminogen
— : — = | 0 ——p———tephcn__ = | : = - | 0- S. : — A
Oh Oh 24h Oh 24h Oh 24h Oh 24h Oh 24h Oh 24h g 5 5 o g 5 0 . . . .

_ Cold activation Cold activation Cold activation Cold activation « Cold activation caused increased BK and kinin related peptides levels in samples from people with HAE-UNK and AE-UNK, indicative of
AUC: area under the curve; BK: Bradykinin; C1INH: C1 inhibitor; HAE-C1INH: Hereditary angioedema with C1INH deficiency; HVs: Healthy volunteers; PWHAE-C1INH: people with HAE-CTINH; ROC: Receiver operator characteristic BK'fOTmlng CaSCBde SenSItIVIty tO trlggerS (Figure 4)

 Angioedema attacks in these individuals are expected to be bradykinin-mediated.

« Blood samples were collected from people with hereditary AE (HAE) due to C1 inhibitor deficiency

(HAE-CTINH), AE due to acquired C1INH deficiency (AAE-CTINH), HAE with normal C1INH function « BK and kinin related peptides were significantly increased in plasma from people with AAE-CTINH following cold activation (Figure 2).
(HAE-nC1INH, with variants in F12 or PLG genes), HAE-nC1INH of unknown etiology (HAE-UNK), + Clear differentiation between healthy volunteers and people with AAE-CTINH. Figure 4. Cold activation kinin biomarker assay can be used for identification of a bradykinin signature in people with (H)AE-UNK
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