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The results of this qualitative interview study will inform the creation of a conceptual disease model for acquired Concept elicitation Conceptual model
angioedema due to C1 inhibitor deficiency (AAE-CTINH) and may confirm the relevance and appropriateness of « Aim: reveal patients’ daily life experiences with AAE-CTINH. » Analyzed interview data were used to develop a conceptual model of AAE-CTINH.
selected PROs for use in clinical trials of investigational treatments for AAE-CTINH. , . . . L . . L, - . L . . .
 Approach: semi-structured interview guide, including open-ended questions to elicit patients’ descriptions of  The concepts listed in this model are not exhaustive and the impacts mentioned were by two or more

L L , AAE-C1INH manifestations and their impact. participants.
Knowledge gap Concept elicitation Cognitive interviews
Cognitive interviews
!

Figure 2. Conceptual model of AAE-C1INH
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 Aim: explore the relevance and assess content validity of selected PROs for use in AAE-CTINH.

 Approach: structured questions to assess the understanding and relevance of a selection of patient-reported

No validated Use interviews to reveal : . . .
: : : idi » Data collection: participants were asked to complete and discuss up to six different measures. . . o .
No approved patient-reported patient experiences and As:esf C(t’“:leg:“‘;al;d'ty P P P P * Stress* . Medlc.:atlops/vacmnes"‘ - Sense something is coming* * Nausea
therapies for outcome tools for develop a conceptual OU:: ien ¢ Ae AE-C1 Iill-(l) ' . MEdIC(? or iemal . mearmg high heels* —r Eu-“é( : ﬁymptoms . ET3°U rID|I°ng
) i i - o procedures * [liness * Mood changes * Tingling
" o : : : . i inn*
AAE-C1INH, acquired angioedema due to C1 inhibitor deficiency; PRO, patient-reported outcome. Assessment Description Meaningful change interpretation Overuse/physmal exertion
Patient Global Asks .partlmp.ants tp assess the amount of change . | |
. experienced in their AAE-CTINH attack symptoms Asks participants to discuss, hypothetically, what levels of
Impression of . . . ) : .
from the time they first took the study medication change they would perceive as meaningful at various
Change (PGI-C) | niah n . | . .
Backg round until “right now,” using a seven-point response scale  timepoints post-treatment.
ranging from “much better” to “much worse”

» Acquired angioedema due to C1 inhibitor deficiency (AAE-C1INH): a rare disease mediated by bradykinin and Patient Global Asks participants to assess the current severity of C:r';‘?'opnagtﬁ'hpeagtél_tg Z‘:\'Sﬂfﬁ ;%?:SL'QE hpyrpeottf:ttl'g‘aﬁr;
characterized by unpredictable, painful swelling attacks.' Impression of their AAE-CTINH with a five-point response scale ’ N oy . .

. . Severity (PGl-S) ranging from "no Symptoms" to "Very Severe" What IoeveIS.Of Cha.nge they WOUId percelve as meanlnngI i InteSt|na|/Abd0m|na| edema (n=7) i FOOt Edema ( ) i TOngue Edema ( =3) Other

» Treatments: there are no approved therapies for AAE-C1INH attacks." at various timepoints post-treatment - Facial edema (n=6) - Hand edema (n=5) - Genital edema (n=3) » Body rash (n=1)

. L : Asks participants to assess the overall change in the Asks participants to consider a hypothetical 12-week « Arm edema (n=3) » Throat edema (n=4) « Joint edema (n=1) - Fatigue not associated
PROOtOOIS- while Sev?ral patlept reported OUt(ﬁme measures (PROs) have .been develope.d to measure symptoms Patient Global impact on their quality of life related to AAE-C1INH clinical trial and to provide a hypothetical response about + Neck edema (external; n=3) with an attack (n=1)
and impacts of hereditary angioedema (HAE),*’ there are no PRO tools validated for use in AAE-CTINH. Assessment of since starting the study medication, with a five-point  the level of change in health-related quality of life they

» Study: to address this knowledge gap, we report the design of a combined concept elicitation and cognitive Change (PGA-C) response scale ranging from “much better” to “much ‘é“lfn‘:Ldarﬁzgf'Ve as meaningful at the end of the 12-week
interview study assessing the real-world patient experience with AAE-CTINH. Asks barticinants to consider a hvoothetical 12-week

Asks participants to assess the current impact of %S particip . yp
. ) . clinical trial and to provide a baseline response
Patient Global AAE-C1INH on their overall health-related quality of : . .
o . . . u (representing a hypothetical status at the start of the trial)
Assessment of life with a five-point response scale ranging from “no .
ObjeCtlves : "y u . " and how much change from baseline on the PGA-S at the
Status (PGA-S) impact” to “very severe impact . . .
end of the trial they would need to experience to consider Dlagn03|s Treatment
: : : that change to be meaningful

» To develop a conceptual model of AAE-CTINH that could reveal important disease concepts supporting a - ) & . Visits to emerdanc » Misdiaanoses
clinical outcome assessment strateav. All scales were adapted for AAE Jency J — Off-label use of HAE on-demand treatment and/or

gy department  Multiple doctors g: > orophylaxis

« To evaluate patients’ comprehension and interpretation of Patient Global Impression of Change/Severity (PGI- OG1C. PELS. PEAC. and PGA-S s that intervi med to h [ particinant ot * Hospitalizations 35_(2?

C/S) and Patient Global Assessment of Change/Status (PGA-C/S) and explore patients’ perceptions of by POk, FLAL, an "> WETE assesSmeENts that INTETVIEWETS almed 1o have all participants Complete.
meaningful change using these measures. , , o ,
Figure 1. PROs evaluated during cognitive interviews
Patient Global Impression of Change Patient Global Assessment of Change
Much Alitt Alitt Much Alitt Alitt Impacts of Living with AAE-CTINH
Partlc:lpants Patient Global Impression of Severity Patient Global Assessment of Status Actlv!tles of Dal.ly I;lvmg: Treat[.nen.t -re.lated Imp'acis: Emotional Impacts *
T : Iment up to 10 US particioants with AAE-C1INH « Can't do anything » Medication is expensive « Stress related to treatment
s ots B . : p P o Very severe ST Moderate Very severe  Severe Moderate * Unable to drive* * Insurance won't cover meds* » Fear of potential attack*
— IRB approval was obtained in November 2024 and study recruitment commenced thereafter. impact impact impact « Unable to write* « Need to take meds ahead of « Embarrassment*
« Eligibility: inclusion and exclusion criteria shown in Table 1. Social and Family Impacts procedures/events* - Difficulty dealing with diagnosis*
Analysis * Don't want to go out* Hobbies/Leisure Activities: Work Impacts:
Table 1. Eligibility criteria » Descriptive statistics were used to summarize the sociodemographic and clinical data collected during screening. Less support for AAE vs. HAE Difficulty traveling Missed work* .
Inclusion Criteria Exclusion Criteria - o . . . . - Family/Friends worry* * Difficulty fishing * Interferes with ability to complete job tasks*
, TS , i  Concept elicitation and cognitive interview data were analyzed using a mixed thematic and content « Difficulty dancing « Will work from home instead of office*
« Adults aged =18 years at the time of providing written informed consent/assent « Any prior or concomitant diagnosis of .
* Diagnosis of AAE-CTINH based upon all of the following: angioedema other than AAE-CTINH anaIyS|s approaCh-
 Documented clinical history consistent with AAE-CTINH (subcutaneous or mucosal, nonpruritic * Does not: C t elicitati
swelling without accompanying urticaria)  wish to or unable to take partina oncept elicitation
* Diagnostic testing results to confirm AAE-CTINH J-minuite interview » Concept elicitation data was coded and analyzed using principles of thematic analysis®® with additional features
e C1INH functional level <40% of the normal level » read, write, or speak English fluently d : ded th 1011 AAE, acquired angioedema: HAE, hereditary angioedema. *Indicates mention by 2 or more people
 No family history of an angioedema diagnosis * have access to the internet rawn from grounde eory.”™
» And at least one of the folloc\ifving: y d . hav;? acEess tﬁ a computer or tablet — This approach conforms to best practices in the clinical outcome assessment (COA) field.'?
 Age 240 years at reported onset of first angioedema symptoms * wish to have the interview . _ .
+ C1q below the lower limit of the normal range audio-recorded « A saturation grid of concepts related to AAE-C1INH attacks as reported by patients was developed.'3
« Serological confirmation of anti-C1-inhibitor antibodies . : : C :
+ At least one AAE-CTINH attack in the last 3 months (12 weeks) Analyzed interview data were used to devglop a conceptual model of AAE-C1 INH, which is a.VISUE.l| model of thg
- Stable underlying disease of AAE-CTINH (e.g., lymphoproliferative disease, immune complex disorders, relationship between the more proximal signs and symptoms of AAE-CTINH with the more distal impacts on daily
monoclonal gammopathy of undetermined significance) - specifically, treatment for the underlying : it ) : :
disease causing AAE-C1INH has not changed for the last 3 months and can be reasonably expected to life activities and overall health-related qua“ty of life. References
remain unchanged for the next 6 months cognitive interviews | o | o |
* Extended criterion: 1. Longhurst HJ, et al. Clin Exp Immunol. 2017;188(1):148-153. 2. Trainotti S, et al. J Allergy Clin Immunol Pract. 2023;11(12):3772-3779. 3. Cicardi M, et al. Allergy Asthma Clin
« Participants with C1-INH functional level >40% may be allowed at the discretion of the . Cognitive interview data were ana|yzed with a content ana|ysi3 approach’ with a focus on item-level ana|y3i3 and Immunol. 2010;6(1):14. 4. Weller K, et al. Allergy. 2012;67(10):1289-1298. doi:10.1111/all.12007. 5. Vanya M, et al J Patient Rep Outcomes. 2023;7(1):33. 6. Weller K, et al.
study team : . re : : : cip . : : Allergy. 2013;68(9):1185-1192. 7. Brix ATH, et al. Acta Derm Venereol. 2021;101(5):adv00456. 8. Braun V, et al. Qualitative Res Psych. 2006;3(2):77-101. 9. Joffe H, et al. Research
- Participants with unstable underlying disease may be permitted into the study at the discretion of the identification of issues associated with |ntefpf6tat|0n, reca”; and Cla”ty- methods for clinical and health psychology. London: SAGE; 2004:56-58. 10. Bryant A, et al. The SAGE handbook of current developments in grounded theory. London: SAGE; 2019.
the study team | h . . f | d 11. Corbin J, et al. Basics of qualitative research: Techniques and procedures for developing grounded theory. London: SAGE; 2008. 12. Patrick DL, et al. Value Health.
udy » Relevance to the patient experience of AAE-CTINH was also assessed. 2011;14(8):978-988. 13. Kerr C, et al. Expert Rev Pharmacoecon Outcomes Res. 2010;10(3):269-81.
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