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= The validated kinin biomarker assay can be used to assess bradykinin-forming « Kinin levels were analyzed in EDTA plasma before (baseline, 0h) and following cold activation (24h) (Figure 1). » Cold activation caused elevated BK1-9 and bradykinin metabolite levels in samples from people with HAE-FXII and HAE-
cas'cac.ie.sensm.w'ty in plasma samples from people wﬂh heredltgry angioedema with . Cold activation led to significant greater increase in BK1-9 and bradykinin metabolites levels compared to baseline in PLG,.Ind.IC.a’[IVE of .|ncreased BK-f.ormlng.cascade sensitivity tc? triggers (Figure 3). o
C1 inhibitor deficiency (HAE-C1INH) and angioedema with acquired C1INH EDTA plasma from people with HAE-CTINH vs. HVs. » Two individuals with HAE-PLG without history of AE attacks did not respond to cold activation.
deficiency (AAE-C1INH) using cold activation. . - . . . .
: : e  BK1-9 and bradykinin metabolite levels were significantly higher following cold activation in plasma from HAE-CTINH vs. Figure 3. Increased bradykinin levels in EDTA plasma from people with HAE-FXII and HAE-PLG vs. HVs at baseline and following cold
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or AE of unknown etiology ((H)AE-UNK) following cold activation. » Receiver operating characteristic (ROC) curve analysis (30 people with HAE-C1INH and 30 HVs) showed that BK1-9 e R o R
v : : - : levels have significant diagnostic value for HAE-CTINH (Figure 1). B00- b0 | o
= Importantly, the qualified assay can be used to differentiate bradykinin-mediated J J (Figure 1) | o E— —
from mast cell-mediated angioedema. L ? | 1 HAE-XI )
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= The clinically validated kinin biomarker assay may become a key tool for identifying, Flgure.1. Increase.d B!(1-9 and bradykinin metabolite levels in EDTA plasma from people with HAE-C1INH vs. HVs at baseline and 2 2 2 N
: : : : : ) : following cold activation < < < <
studying, and managing BK-mediated diseases including angioedema. 5 a00- % X 5
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- Angioedema (AE) is a predominant manifestation in multiple medical conditions and 01 00001 PwHAE CIINE o Ve A L T S B S P e ol —_——
iS genera”y medlated by bradykmm (BK) and/or hlstamlne..l : : 100 Cold activation Cold activation Cold activation Cold activation
600+ 200+ 104 BK: bradykinin; C1INH: C1 inhibitor; FXII: factor XII; HAE: hereditary angioedema; HAE-FXII: HAE with genetic variant in FXII; HAE-nC1INH: HAE with normal C1INH; HAE-PLG: HAE with genetic variant in PLG; HVs: healthy volunteers; PLG: plasminogen
» Differentiating BK-mediated from mast cell-mediated AE and assessing the role of 2 | 2 %007 2 2 | o o , o , , ,
BK in the pathogenesis of other conditions by measuring kinin peptides remains a E ] E} S peooo0n 2 6 » Cold activation caused increased BK1-9 and bradykinin metabolite levels in samples from people with HAE-UNK and
challenge due to proteolytic instability of the kinin peptides and limitations of most X 5 | 2 2 g AE-UNK, indicative of BK-forming cascade sensitivity to triggers (Figure 4).
analytical assays.23 200, 0. .. 2 N « AE attacks in these individuals are believed to be bradykinin-mediated.
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cell-mediated angioedema (AE-MC) and healthy volunteers (HVs) (Table 1). All AAE-C1INH (Figure 2).
participants provided their informed consent.  There was no increase in BK1-9 and bradykinin metabolite levels in plasma from people with AE-MC following cold
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plasma was prepared ( plasma). following cold activation Figure 5. No increase in BK1-9 and bradykinin metabolite levels in EDTA plasma from people with AE-MC and HVs following cold activation
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AE: angioedema; AAE-CTINH: AE with acquired C1INH deficiency; AE-UNK: AE of unknown etiology; C1INH: C1 inhibitor; FXII: factor XII; HAE: hereditary angioedema; 100- 100% - Specificity% o—ﬂ—é— 0 syl 0 —tanth 14_ o-_S:_ﬂ
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