Poster 696

Patient Preferences for Attributes of Prophylactic Treatment in Hereditary Angioedema: A Discrete-Choice Experiment
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RESULTS

BACKGROUND OBJECTIVES

m HAE is a genetic disorder that causes swelling in the limbs, face, abdomen, and/or m Quantify patient preferences for the attributes of prophylactic HAE FIGURE 2. Respondent Characteristics . ] . ] ] . .
other areas of the body and affects 1 in 67,000 people worldwide.'? Treatments treatments and the tradeoffs people with HAE are willing to make among Maximum Acceptable Risk Willingness to Start or Switch to a New Prophylactic Treatment: Logit Analysis
attempt to manage acute attacks and prevent future attacks based on known triggers treatment features. 250 Respondents recruited through a patient advocacy grou illi ' ' ' ' i . : T
o viar; on -terrg e e ep e frogLeneysoverty. g9 P ghap y group = On average, respondents were willing to accept risks of ISR and Gl side effects in exchange for improvements in = Characteristics associated with higher FIGURE 6. Responses to Treatment

g P P quency Y m Explore heterogeneity in preferences and the association between O Diagnosed, other attribute levels included in the study (Table 2). likelihood of considering a new LTP: Starting/Switching Question
m Several prophylactic treatments and indications have been approved/are in heterogeneity and patient characteristics. 81.6% 85.2% o B on average, — Respondents’ willingness to accept increases in the risk of ISRs ranged from 11.1% (for an improvement in — Poorly controlled HAE (AECT score < 10)’
development for HAE 4 e - - - renaion-200 | () wnneta-2 78.8% (n=197) ~21 year dosing f to > 50% for the most valued i ts in other attribut duction in attack ’ illi
' m Understand the likelihood that people with HAE consider a switch from currently have an acute (maxianeS?yeer) osing frequency) to )70 10T the most valued Improvements In other attrioutes (a reduction in attac — Treated for less time in ER or hospital for Would you be willing to change
= The literature on people’s preferences for HAE treatments is limited, and none their current treatment to a different prophylactic treatment. ° N attack or "on-demand before starting frequency and a change in mode of administration). HAE your current treatment and start
. . e ean age o medicine _ y e . . . . 0 0 .
quantify the tradeoffs patients are willing to make among treatment features. 39 years 86.8% (n=2m) the survey Respondents’ willingness to accept increases in the risk of Gl side effects ranged from 5.0% to > 25% for the _ Have autoinjector but never used it a new preventative treatment?
(range, 18-79 years) reﬁortgtd Ie.xpte.rlencmg Respondents had most valued improvements in other attributes. Currently taking Berinert as LTP
a hospitalization or a mean score of — Cu \ I I
emergency room visit 67.2% (n =168) . . . .
METHODS 80.4% currently have an because of their HAE | had 2 or more attacks in 9.7 out of 16 TABLE 2. Maximum Acceptable Risk of Injection Site Reaction and a Gastrointestinal Side Effect — Self-identify as African American or Black
_ o /Y (n=201) LTP treatment since diagnosis the previous 6 months D in the AECT (N = 250) . : . No

m An online DCE survey was developed and pretested to elicit preference m Preference weights were estimated using a random-parameters logit model® 4 (standard deviation, 4.2) n (.Dha.racterlstlcs ag.soglated with lower
weights for 6 treatment features of unnamed prophylactic HAE treatments. and were used to calculate (1) CRAI (i.e., the percentage of total utility Attribute improvement Mean MAR of ISR Mean MAR of a likelihood of considering a new LTP: 53 (21.2%)

m This was administered to adults aged = 18 years living in the USA with self- chqnge accounted for by the attribute) and (2) MAR to estimate respondents’ ) ) From this level To this level (95% Cl) Gl side effect (95% Cl) — Older age

: : - - willingness to make tradeoffs Preference Weights and Attribute Importance

reported diagnosis of HAE who were recruited by a patient advocacy group. g ' g P _ _ _ _ o — Self-identify as Hispanic, Latin American, YES

m Respondents answered 12 experimentally designed DCE questions, each m An LC model was used to explore heterogeneity in the DCE results. A logit m Respondent preferences were generally well ordered with better attribute levels preferred to worse attribute levels (Figure 3). Reduction in attack frequency or Latinx
offering a choice between 2 hypothetical treatment profiles (Figure 1). model was used to explore associations between respondents’ characteristics m Overall, respondents had the strongest preferences for reduction in attack frequency (CRAI = 31.7%), reduced risk of a Gl 40 percentage-point improvement > 50%¢ > 2504 b — Receive Medicare benefits 197 (78.8%)
Attributes and levels were based on product labels and clinical data (Table 1). (Figure 2) and their willingness to start or switch to a new prophylactic side effect (CRAI = 18.5%), treatments taken as an oral tablet versus injections (CRAI = 18.1%), treatments taken once every 45% 85% — Receive co-pay assistance
Respondents also were asked a question about willingness to start a new treatment. 8 weeks versus more frequently (CRAI = 15.6%), and treatments with a lower risk of ISR (CRAI = 11.7%) (Figure 4). 5 percentage-point improvement 19.3% 7.6% Di 4 with GI gt

- — Diagnosed wi conditions
prophylactic treatment and to complete the AECT.® m Respondents placed the least importance on reducing the time to maximum efficacy (CRAI = 4.4%), and there was no 85% 90% (0.0%-38.6%) (4.0%-11.2%) - J _ - e
_ _ _ , _ _ statistically significant difference between the preference weights for 10 weeks versus 1 week to maximum efficacy, the 45 percentage-point improvement . — EXperience with intravenous Infusion
TABLE 1. Attributes and Levels for the Discrete-Choice Experiment FIGURE 1. Choice Question Example shortest time to maximum efficacy presented in the survey. 459 90% > 50% > 25%"° treatment
- ient-faci : , Mode of administration — Previous change in LTP
th‘;ihbr:fea:abel aPtat:'ieth:a:gL"egl' Attribute levels 'Il:'re%attr:\:nt Treatment A Treatment B FIGURE 3. Preference Weights — Respondents Had Generally Well-Ordered Preferences (N = 250) T
1.50 Autoinjector Tablet > 50%:2 '
0/ _ 0
Time to Time until the * 1 week Time until the 2 weoks IR — = 100- : Lo 2o o)
maximum preventative o D ] preventative > Dosing frequency
efficacy treatment provides treatment o i Once eve Once ever 11.1% 5.0% CONCLUSIONS
: « 5 weeks : = 050 Y y
full benefit EI'OVIfC.ieS full 0 1 2 3 4 5 6 7 8 91 |0 1 2 3 4 56 7 8 9 10 @ 4 weeks 8 weeks (0.4%-21.8%) (0.7%-9.2%) _ _ N . _ _
* 10 weeks enefit Weeks Weeks O 0.00 §/§/§\§ Note: Estimates of MAR were not extrapolated outside the risk range presented in the survey. m Patients Wlt!‘l HAE face.prefe_rencel-sensn!ve dgmsmns over prophylgc.tlc trgatments that differ
. . . o d’_J —0.50 - @ The preference weight for 0% risk of ISR was disordered to 5% risk of ISR and not statistically different from 20% risk of ISR. Therefore, MARs of ISR were calculated across mUItIple dimensions, mCIUdmg their eﬁ:lcacy’ Safety' and administrative burdens.
Reduction Reduction in attacks * 45% (a\{erage of around 6 or 7 . . ’ ‘ Nolmvenm*ve trem!em ‘ ’ ‘ Nolwevenm*ve trem‘em ‘ ‘ “03 : using a 5% risk of ISR as the baseline risk instead of 0% (as for risk of a Gl side effect). Estimates of MAR were not extrapolated outside the risk range presented in f : . . f .
in attack over 6 months once attacks in the 6 months once the Reduction in T re— Qo 1.00 the survey. Hence, a mean MAR of ISR reported to be > 50% represents a total risk estimate > 55% (55% risk of ISR — 5% risk of ISR = 50% risk of ISR). - _The results from this survey SuggeSt tha!:’ on average, reduction in attack requency Is the most
frequency the treatment is treatment provides full benefit) gttackfhover p 45% reduction 0 90% reduction o ~YVH > Means that are reported to be > 25% represent MAR estimates > 25% risk of a Gl side effect, which was the maximum level of the risk of Gl side effect important treatment feature for people with HAE.
(from a prov|d|ng fu” benefItS . o montins OI"IC? T T T T T T 1 T T T T T T 1 _ presented in the study. . . . L. . . .
baseline 85 o (average of around 2 attacks the treatment is Average of around 6 or 7 Average of around 1.50 e ¢ o x 2 2 2 3 5 L @ > x o © == == <lels & The risk of side effects, que Of administration, and dosing frequency also were important
in the 6 months once the treatment rovidina full : : D ® O D 0 o S = | 8|22 S 3 & ® SIS |S |8 S iS¢ but less so than the reduction in attack frequency.
frequency of ) - . pro gtu attacks in the 6 months 1 attack in the 6 months 3 3 o 2 <~ © & & @ = = = O O o222 L el R =S Latent Cl Analvsi
is providing full benefits) benefits the treat t the treat t = = = = E o= > > © = = LAY o d 3o aten ass Analysis _ _ _ _ _ , , o
12 attacks over once the treailmen once the treaimen = e S o TR B e e o © -5 & o o - o o - _ Gl side effect risks were more important than ISR risks for the patients included in this study.
6 months) » 90% (average of around 1 attack in provides full benefit provides full benefit o E ks _cgc S o=l S 58 8 S S 8 8 = LCanalysis identified 2 classes. Figure 5 presents the CRAI for each class. Respondents placed relatively lower importance on the time until treatment provides full
[ = (b} (b} o O (D] (D) o O —
the 6 months once .the treatment is S__J E = % % S S g8 S S g8 — Class 1 “burden minimizers” accounted for 51.9% of the sample, which prioritized avoiding risks of ISR and benefits (the onset of action).
providing full benefits) < 8 8 SIS 5|5 SI2IZ|S Gl side effects, as well as mode and frequency of administration. Class 1 was more likely to have ever - " el e - e ] e
Mode of How you take the « Tableta® How you take the O// O O TR QL experienced an HAE attack in the groin or genitals and to have poorly controlled HAE as given by an AECT ml:nirﬁ;:rns? Z‘:;’ ‘fg;/fiec);zsy r?};exﬁ;?;:;f |Vr\1l et:]ee nggigsg??ggp?;s;sen med classes of ‘burden
administration treatment « Vial and syringe WL AU Time to maximum  Reduction in Mode of Dosing Risk of Risk of a Gl side score < 10. o . -
. Prefilled svringe Tablet Vial and syringe efficacy attack frequency administration frequency ISR effect (grade 1 or 2) — Class 2 “efficacy maximizers” accounted for 48.1% of the sample, which focused on treatments offering the - M'(t)r?t res;?onde?ts”redpﬁlr;eEd being W'”'“lgkt? S;N'tCh tqda new_frﬁlphylactlc treatment, and those
o yrng H - Attribute largest reductions in attack frequency. Class 2 respondents were more likely to have selected only White as a with poorly controfie were more fikely to consider switching.
. ow often yo . . ) : . : . - . : :
Automjector takvev the treyatrl:1ent Once a day Twice a week Note: Th.e preference weig.hts are the estimated parameFers corresponding to the effects-_codeq attribute levels. They are log odds distributed symmetrically around 0. race or etthIty Category or to have ever experlenced mild to moderate Gl symptoms because of HAE. B Usmg approprlate tools, like the AECT, may help phySIClanS Identlfy these patients.
Dosing How often you take  + Once a day? The vertical bars surrounding each mean preference weight denote the 95% CI of the point estimate. m The results of this study, particularly the heterogeneity in perspectives, highlight the need for
frequency the treatment « Twice a week? rﬁ\ FIGURE 4. Conditional Relative Attribute Importance — Respondents Placed Greatest Importance on FIGURE 5. Latent Class Model: Burden Minimizers and Efficacy Maximizers (N = 250) conversations betwgen physicians and patients when making decisions about initiating a new
. : . I Reducing Attack Frequency and Avoiding Side Effects (N = 250 100 - long-term prophylactic treatment for HAE.
gnce every ;1 Weei;S Rlsl(; ofta rpu_d-ttg- i S 100 9 9 y 9 ( ) Q W Class 1(51.9%) % Class 2 (48.1%)
» Once every 8 weeks moderate injection o c =
site reaction ) £ £
i : : : 90
o o o
moderate injection , 5o, 0 out of 100 (0%) 5 out of 100 (5%) I= £ 457 MEFERENCES AEBIREVIATICN:
site reaction . 20 — @ 35 @ 40- 1. Zuraw BL. N Engl J Med. 2008 Sep 4;359(10):1027-36. AECT = Angioedema Control Test; Cl = confidence
( W 'ﬂ"ﬁ"ﬂ"ﬂ"ﬂ‘ _g 30 B 2. Bernstein JA. Am J Manag Care. 2018 Aug;24(14 interval; CRAI = conditional relative attribute
* 55% . l”! ..... = = 35 Suppl):S292-S298. importance; DCE = discrete-choice experiment;

. . . . R|Slk of a ’n‘ ’!"!"!"!"!l % 25 | % 30 | 3. Longhurst H, Farkas H. Expert Opin Biol Ther. 2020 ER = emergency room,; Gl = gastrointestina|;
Risk of a Risk of a mild to * 0% mals(:;:;)i;Teosctli?\r:Ite i T . i May;20(5):493-501. HAE = hereditary angioedema; ISR = injection site
Gl side effect moderate Gl side .« 7% g E | T = = 25- 4. Beard N, et al. Cochrane Database Syst Rev. 2022 Nov reaction; LC = latent class; MAR = maximum
(grade 1 0or 2)  effect 15% (Gl) side effect T PP © 15 © 20 R acceptable risk; USA = United States of America.

° (o [« <D N 5. Weller K, et al. Allergy. 2020 May;75(5): 165-77.
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2 The experimental design incorporated a restriction to ensure that the dosing frequency was always once a day ::Nh'fh pr::ventlaglve o O ‘g 5 - ‘g 10 Jun;8(6):2050-7. CO NTACT I N FO RMAT I O N
or twice a week when the treatment was administered as a tablet. reatiment wou H— H—
® The experimental design incorporated a restriction to ensure that the risk of ISR was always 0% when the you choose? -g 0 : : — : : : : -g 5 ~ Kathleen Villa, MS
treatment was administered as a tablet. 8 Time to maximum Reduction in Mode of Dosing Risk of Risk of a Gl side 8 0 Z DISCLOSURES Executive Director, Medical Evidence Generation
Note: This example shows the patient-facing labels for the treatment features included in the survey. There were i ini i . . . . . . . .
72 treatment pairs in the experimental design divided into 6 blocks of 12 treatment choice questions. Each efflcacy attack frequency administration . frequency ISR effect (grade Tor 2) Time tolmaX|mum Reduction in M.ije Of' DOSIng Risk of Risk of a Gl side This study was funded by lonis. KV, AY, JR, and LB are lonis
respondent was randomly assigned to 1 block of 12 treatment choice questions. Attribute efficacy attack frequency administration frequency ISR effect (grade 1 or 2) employees and shareholders of lonis. CMV, CK, and 2855 Gazelle Court,
Note: The CRAI is calculated as the ratio of the difference between the preference weights corr;asponding to the most and least desirable levels to the sum of all attributes’ Attribut CM are employees of RTI-HS, an independent nonprofit Carlsbad, CA 92010
differences and is scaled to 100. The vertical bars surrounding each mean CRAI denote the 95% CI of the point estimate. ripute research organization retained by lonis to conduct the Phone: +1.650.296.4846
research presented in this poster. Email: kvilla@ionis.com
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