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Relief and Resolution of Hereditary Angioedema Attack Symptoms Following On-Demand Treatment With
a Single Dose of Oral Bradykinin B2 Receptor Antagonist Deucrictibant Inmediate-Release Capsule
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Introduction

« Excess bradykinin is the cause of signs and symptoms of hereditary angioedema (HAE) attacks.’ * The percentage of attacks achieving symptom resolution by AMRA-3 with a single dose of study drug by 24 hours was

- International guidelines recommend early treatment to improve symptom control and minimize impact of attacks.2* approximately 5-fold greater with deucrictibant IR capsule 20 mg (71.4%) and the combined dose group (75.0%) than with

placebo (15.7%) (Figure 3A).

treatment of HAE attacks 511 * In total, 78.6% of attacks treated with deucrictibant IR capsule 20 mg and 81.7% of combined dose group attacks achieved
symptom resolution by TOS PRO with a single dose of study drug by 24 hours compared with 22.4% of placebo-treated attacks
(Figure 3B).

* Deucrictibant is an orally administered bradykinin B2 receptor antagonist under development for prophylactic and on-demand

Figure 3. Attacks achieving symptom resolution with a single dose of study drug by 24 hours
A Placebo (N=51) B Placebo (n=49)
== Deucrictibant IR capsule 20 mg (n=28)

== Deucrictibant IR capsule 20 mg (N=28)

. . . . L. c - icti i a(N= e . mm icti i a(n=
* RAPIDe-1 (NCT04618211)7* was a Phase 2, double-blind, placebo-controlled, dose-ranging, crossover trial of deucrictibant IR S 100% Deurictibant IR capsule combined dose group? (N=96) S 100% Deucrictibant IR capsule combined dose gm;': (7”0/93)
. 0 0 . o 0 .
capsule for on-demand treatment of angioedema attacks in patients with HAE-1/2 (Figure 1). 2 T;, 80% 21.4% 75.0% 2 T;, 80% 78.6% ¥
. . . . . S o ’ S o
 RAPIDe-2 (NCT05396105)"'" is an ongoing two-part Phase 2/3 extension study evaluating long-term safety and efficacy of = = .
- - : « 5 60% - e 5 60% -
orally administered deucrictibant IR capsule for the treatment of HAE attacks (Figure 1). ° 2 2
© E 420% - S E 40% -
— U>:‘ 40% — u>,, o
| . b o
Figure 1. Study design 82 . 15.7% 22,0, 22.4%
: y g .S 20% -1 S .£ 20% -
o o o o
Study part I: [ Study part II: | S 0% S 0y
at study site L home treatment ) © AMRA-3 score of "almost complete or complete symptom relief"® © TOS PRO of "a lot better or resolved” in all symptom complexes®
Non-attack Attack 1 Attack 2 Attack 3 RAPIDe-2 Part A- RAPIDe-2 P B: AMRA, Angioedema syMptom Rating scAle; IR, immediate-release; mITT, modified intent-to-treat; TOS PRO, Treatment Outcome Score patient-reported outcome. N = number of attacks in the
. | b S bl eb-l darI: . Ie;) | al:t . mITT analysis set. n = number of attacks with post-treatment TOS. 2Includes 10 mg, 20 mg, and 30 mg dose groups. PAll 3 individual AMRA scores <10 (key secondary endpoint). °TOS PRO was
. .- mg mg __rlaceno | Double-blind phase Open-label phase assessed ina post hoc analysis of RAPIDe-1.
Deucrictibant _ , \
(I ( Placebo |

IR capsule 10 mg

_ Placebo | . 10mg g2 Deucrictibant IR capsule 10 mg ] RAPIDe-2 Part A

Deucrictibant _ Placebo | « Deucrictibant was well-tolerated across all doses, with no treatment-emergent adverse events (TEAE).
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Deucrictibant | PIaceo | - « The median time to onset of symptom relief was 1.1 hours (95% Cl, 1.0, 1.2) (Table 2).

" Placebo | «98.5% (261/265) of attacks achieved onset of symptom relief by 12 hours (Figure 4).
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capsule 20 mg
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Table 2. Median time to achieving key efficacy endpoints

Deucrictibant IR capsule

(combined dose group)

Deucrictibant IR
capsule 20 mg

Number of attacks treated? 265
IR, immediate-release.
. . o . o Number of participants with treated attacks?® 17
« The Angioedema syMptom Rating scAle (AMRA-3, a digital version of the 3-symptom composite Visual Analogue Scale
[VAS-3]) is used to evaluate patient-reported severity of skin pain, skin swelling, and abdominal pain, with higher scores Median time to onset of symptom relief by PGI-C, hours (95% ClI) 1.1(1.0,1.2)
indicating greater severity.'21® AMRA-3 was called the 3-symptom composite Visual Analogue Scale (VAS-3) in the RAPIDe-1
trial but was administered digitally and later renamed for clarity. Median time to reduction in attack severity by PGI-S," hours (95% CI) 2.6 (2.0,2.9)
* The Trea’Fment Outcome Score (TOS) questionnaire for patlent-repo.rteq outcomes (TOS PRO) is a cpmgosﬂe score that evaluates Median time to complete attack resolution by PGI-S,5 hours (95% Cl) 11.5 (1.0, 13.0)
changes in symptoms in response to treatment in 5 body areas, taking into account symptom severity.
* In RAPIDe-1, substantial symptom relief was defined as >50% reduction in AMRA-3 score vs pre-treatment (key Secondary endpoint). IR, immediate-release; PGI-C, Patient Global Impression of Change; PGI-S, Patient Global Impression of Severity. 2Number in the modified intention-to-treat efficacy analysis set
o o (data cutoff: 01 March 2024). ®261 attacks have non-missing pre-treatment PGI-S.
» Two definitions were used to measure symptom resolution in RAPIDe-1:
~AMRA-3 score: “almost complete or complete symptom relief” (all 3 individual AMRA scores <10) (key secondary endpoint). « 85.8% (224/261) of attacks achieved complete attack resolution by 24 hours (Figure 4). 90.2% (202/224) of attacks achieved
-TOS PRO: achievement of “a lot better or resolved” in all symptom complexes (post hoc analysis). this milestone with a single dose of deucrictibant IR capsule (Figure 5).

» Key efficacy endpoints in RAPIDe-2 include:

-0nset of symptom relief, defined as Patient Global Impression of Change (PGI-C) rating of at least “a little better” for 2
consecutive timepoints by 12 hours post-treatment.

-Time to reduction in attack severity, defined as achieving >1-level reduction in the Patient Global Impression of Severity (PGI-S)
from pre-treatment for 2 consecutive timepoints by 12 hours post-treatment.

—Proportion of attacks achieving complete attack resolution, defined as achieving PGI-S rating of “none” at 24 hours post-treatment.

Figure 4. Proportion of attacks achieving key efficacy endpoints
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capsule 10, 20, or 30 mg (modified intent-to-treat analysis set included treated attacks with AMRA-3 results at both using PGI-C by 12 hours using PGI-S by 12 hours usiﬁg PGI-S by 24 hours

pre-treatment and >1 post-treatment timepoints).

» Attacks treated with a single dose of deucrictibant IR capsule 20 mg achieved earlier substantial symptom relief by AMRA-3

(median time, hours: 4.0) compared with attacks treated with placebo (22.8). Median time for the deucrictibant IR capsule
combined dose group was 3.9 hours (Figure 2). Figure 5. Attacks treated with 1 or 2 doses of deucrictibant prior to achieving complete attack resolution

PGI-C, Patient Global Impression of Change; PGI-S, Patient Global Impression of Severity. 2261 attacks have non-missing pre-treatment PGI-S.
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Figure 2. KM plot of time to AMRA-3 substantial symptom relief
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AMRA, Angioedema syMptom Rating scAle; h, hours; IR, immediate-release; KM, Kaplan-Meier; mITT, modified intent-to-treat. N = number of attacks in the mITT analysis set.

‘includes 10 mg, 20 g, and 30 mg dose groups.  Primary and post hoc analyses of the RAPIDe-1 Phase 2 trial provide consistent evidence that
» The median time to symptom resolution by AMRA-3 was 20.0 hours with a single dose of deucrictibant IR capsule 20 mg and the majority of HAE attacks achieved the treatment outcomes of substantial symptom relief and
7.5 hours for the combined dose group vs 42.0 hours with placebo. The variability was mainly due to the lack of assessments symptom resolution by 24 hours after a single dose of oral deucrictibant IR capsule.
between 8 and 24 hours. . ) . .
. . o o  Results from the ongoing RAPIDe-2 extension are consistent with the Phase 2 RAPIDe-1 study
 Symptom resolution by TOS PRO was achieved at a median time of 5.9 hours for attacks treated with a single dose of . . ) .
deucrictibant IR capsule 20 mg and 5.2 hours for the combined dose group vs 23.3 hours with placebo (Table 1). and provide evidence on the long-term safety and efficacy of deucrictibant IR capsule for repeat

, , treatment of HAE attacks.
Table 1. TOS PRO symptom resolution by KM estimate?

Deucrictibant IR capsule

Placebo Combined®
Number of participants with post-treatment TOS 49 16 56 References

Number of treated attacks with post-treatment TOS 49 28 93 1. Busse PJ, et al. N Engl J Med. 2020;382:1136-48. 2. Betschel S, et al. Allergy Asthma Clin Immunol. 2019;15:72. 3. Busse PJ, et al. J Allergy Clin Inmunol Pract. 2021;9:132-50.

Svmptom resolution bv TOS PRO¢ 4. Maurer M, et al. Allergy. 2022;77:1961-90. 5. Lesage A, et al. Front Pharmacol. 2020;11:916. 6. Lesage A, et al. Int Inmunopharmacol. 2022;105:108523. 7. https://clinicaltrials.gov/study/NCT04618211.
ymp i . y ) Accessed September 16, 2024. 8. https://www.clinicaltrials.gov/study/NCT05396105. Accessed September 16, 2024. 9. https://www.clinicaltrials.gov/study/NCT05047185. Accessed September 16,

Median time (h) to event by KM estimate (95% Cl) 23.28 (5.78, 47.17) 5.93 (3.90, 8.58) 5.23 (3.98, 5.78) 2024. 10. https://www.clinicaltrials.gov/study/NCT06343779. Accessed September 16, 2024. 11. https://clinicaltrials.gov/study/NCT05396105. Accessed September 16, 2024. 12. Cicardi M, et al.

N Engl J Med. 2010;363:532-41. 13. Lumry WR, et al. Ann Allergy Asthma Immunol. 2011;107:529-37. 14. Vernon MK, et al. Qual Life Res. 2009;18(7):929-39.

h, hours; IR, immediate-release; KM, Kaplan-Meier; TOS PRO, Treatment Outcome Score patient-reported outcome. 23Symptom resolution by TOS PRO was assessed in a post hoc analysis of
RAPIDe-1. PIncludes 10 mg, 20 mg, and 30 mg dose groups. °TOS PRO symptom resolution is the timepoint when TOS PRO first reaches “a lot better or resolved” in all symptom complexes affected
at baseline, and no new symptom in any other symptom complex is reported.

This presentation includes data for an investigational product not yet approved by regulatory authorities.

COI: Grants/research support, honoraria or consultation fees, sponsored speaker bureau - M.D.T.: None; J.A.: BioCryst, BioMarin, CSL Behring, Cycle Pharma, KalVista, Pharming, Pharvaris, Takeda; E.A-P.: Astria, BioCryst, BioMarin, CSL Behring, Intellia, KalVista, Pharming, Pharvaris, Takeda; M.L.B.: BioCryst, CSL Behring, Takeda; L.B.: BioCryst, Blueprint, CSL Behring, Novartis, Takeda; H.C.: AstraZeneca (Alexion), CSL Behring, KalVista, Merck, Novartis, Pharming, Pharvaris, Roche,
Sanofi, Sobi, Takeda; D.M.C.: Astria, BioCryst, CSL Behring, lonis, KalVista, Pharming, Pharvaris, Takeda; A.D-T.: BioCryst, Takeda; O.F.: BioCryst, CSL Behring, Takeda; H.F.: BioCryst, CSL Behring, Intellia, KalVista, Ono Pharma, Pharming, Pharvaris, Takeda; J.G.: CSL Behring, Takeda; M.G.: BioCryst, CSL Behring, Novartis, Pharming, Pharvaris, Takeda; D.H.: None; R.H.: BioCryst, CSL Behring, KalVista, Pharming, Pharvaris, Takeda; J.S.J.: BioCryst, CSL Behring, Cycle Pharma, Oasis,
Pharming, Pharvaris, Takeda; A.K.: CSL Behring, Pharming, Takeda; S.K-A.: BioCryst, Biotest, CSL Behring, lonis, KalVista, Pharvaris, Takeda, X4 Pharma; P.K.: None; H.H.L.: BioCryst, BioMarin, CSL Behring, Intellia, KalVista, Pharming, Pharvaris, Takeda; R.L.: BioCryst, CSL Behring, lonis, KalVista, Novartis, Pharming, Pharvaris, Takeda; M.Mag.: BioCryst, CSL Behring, Intellia, KalVista, Novartis, Octapharma, Pharming, Pharvaris, Takeda; M.E.M.: Allakos, Amgen, AstraZeneca, BioCryst,
Blueprint, CSL Behring, Cycle Pharma, Genentech, GSK, KalVista, Merck, Novartis, Pharming, Pharvaris, Sanofi/Regeneron, Takeda; A.R.: BioCryst, CSL Behring, Pharming, Pharvaris, Stallergens, Takeda, Teva; M.A.R.: Astria, BioCryst, BioMarin, CSL Behring, Cycle Pharma, Fresenius-Kabi, Grifols, lonis, Ipsen, KalVista, Ono Pharma, Pfizer, Pharming, Pharvaris, RegenxBio, Sanofi-Regeneron, Takeda; B.R.: BioCryst, CSL Behring, lonis, KalVista, Pharvaris, Takeda; G.S.: Pharvaris, Takeda;
M.S.: Pharming, Pharvaris, Sobi; P.S.: CSL Behring, Novartis, Pfleger, Takeda; M.S.: BioCryst, CSL Behring, KalVista, Pharming, Takeda; G.L.S.: Aimmune, Amgen, CSL Behring, DBV, Genentech, Green Cross, Kedrion, Leo, Novartis, Novo, Pediapharm, Sanofi; A.V.: AstraZeneca, Berlin-Chemie/Menarini Group, CSL Behring, Novartis, Pharming, Pharvaris, Sobi, Takeda, Teva; W.H.Y.: Aimmune, ALK, Amgen, AnaptysBio, Aslan, AstraZeneca, BioCryst, Celgene, CSL Behring, DBV Technologies,
Dermira, Eli Lilly, Galderma, Genentech/Roche, Glenmark, GSK, Haleon, Incyte Biosciences, lonis, Merck, Novartis, Novavax, Pharming, Pharvaris, Providence, Regeneron, Sanofi Genzyme, Takeda, VBI; medical advisor (volunteer) for Hereditary Angioedema Canada, a patient organization; member of Angioedema Centers of Reference and Excellence; M-H.J.: employee of Pharvaris at the time the analyses were conducted, holds stocks in Pharvaris; R.C.: employee of RC Consultancy and
consultant to Pharvaris, holds stocks in Pharvaris; S.v.L.: employee of SLC Consultancy and consultant to Pharvaris, holds stocks in Pharvaris; H.C.: employee of Pharvaris, holds stocks in Pharvaris; L.Z.: employee of Pharvaris, holds stocks in Pharvaris; J.K.: employee of JCK Consult and consultant to Pharvaris, holds stocks/stock options in Pharvaris; A.L.: employee of GrayMatters Consulting and consultant to Pharvaris, holds stocks/stock options in Pharvaris; advisor to Kosa;
P.L.: employee of Pharvaris, holds stocks/stock options in Pharvaris; M.Mau.: Adverum, Attune, BioCryst, CSL Behring, KalVista, Pharming, Pharvaris, Takeda.

Acknowledgments: Medical writing services were provided by Claire LIne, PhD, on behalf of Two Labs Pharma Services.
*RAPIDe-1 was a Pharvaris-sponsored clinical trial. ClinicalTrials.gov Identifier: NCT04618211. 'RAPIDe-2 is a Pharvaris-sponsored clinical trial. ClinicalTrials.gov identifier: NCT05396105.



	Relief and Resolution of Hereditary Angioedema Attack Symptoms Following On-Demand Treatment With a Single Dose of Oral Bradykinin B2 Receptor Antagonist Deucrictibant Immediate-Release Capsule


<<

  /ASCII85EncodePages false

  /AllowTransparency false

  /AutoPositionEPSFiles true

  /AutoRotatePages /None

  /Binding /Left

  /CalGrayProfile (Dot Gain 20%)

  /CalRGBProfile (sRGB IEC61966-2.1)

  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)

  /sRGBProfile (sRGB IEC61966-2.1)

  /CannotEmbedFontPolicy /Warning

  /CompatibilityLevel 1.4

  /CompressObjects /Tags

  /CompressPages false

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.0000

  /ColorConversionStrategy /CMYK

  /DoThumbnails false

  /EmbedAllFonts true

  /EmbedOpenType false

  /ParseICCProfilesInComments true

  /EmbedJobOptions true

  /DSCReportingLevel 0

  /EmitDSCWarnings false

  /EndPage -1

  /ImageMemory 1048576

  /LockDistillerParams false

  /MaxSubsetPct 100

  /Optimize false

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness false

  /PreserveHalftoneInfo false

  /PreserveOPIComments true

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Preserve

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages false

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages true

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 1200

  /ColorImageDepth -1

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.00000

  /EncodeColorImages false

  /ColorImageFilter /DCTEncode

  /AutoFilterColorImages true

  /ColorImageAutoFilterStrategy /JPEG

  /ColorACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /ColorImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000ColorACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000ColorImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasGrayImages false

  /CropGrayImages false

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /DownsampleGrayImages true

  /GrayImageDownsampleType /Bicubic

  /GrayImageResolution 1200

  /GrayImageDepth -1

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.00000

  /EncodeGrayImages false

  /GrayImageFilter /DCTEncode

  /AutoFilterGrayImages true

  /GrayImageAutoFilterStrategy /JPEG

  /GrayACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /GrayImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000GrayACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000GrayImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasMonoImages false

  /CropMonoImages false

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /DownsampleMonoImages true

  /MonoImageDownsampleType /Bicubic

  /MonoImageResolution 1200

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.00000

  /EncodeMonoImages false

  /MonoImageFilter /CCITTFaxEncode

  /MonoImageDict <<

    /K -1

  >>

  /AllowPSXObjects false

  /CheckCompliance [

    /None

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXCompliantPDFOnly false

  /PDFXNoTrimBoxError true

  /PDFXTrimBoxToMediaBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXSetBleedBoxToMediaBox true

  /PDFXBleedBoxToTrimBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXOutputIntentProfile ()

  /PDFXOutputConditionIdentifier ()

  /PDFXOutputCondition ()

  /PDFXRegistryName ()

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<

    /ENU ([Based on 'EPG PRESS'] [Based on 'EPG PRESS'] [Based on 'EPG PRESS'] [Based on 'EPG PRESS'] [Based on '[Press Quality]'] Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)

  >>

  /Namespace [

    (Adobe)

    (Common)

    (1.0)

  ]

  /OtherNamespaces [

    <<

      /AsReaderSpreads false

      /CropImagesToFrames true

      /ErrorControl /WarnAndContinue

      /FlattenerIgnoreSpreadOverrides false

      /IncludeGuidesGrids false

      /IncludeNonPrinting false

      /IncludeSlug false

      /Namespace [

        (Adobe)

        (InDesign)

        (4.0)

      ]

      /OmitPlacedBitmaps false

      /OmitPlacedEPS false

      /OmitPlacedPDF false

      /SimulateOverprint /Legacy

    >>

    <<

      /AddBleedMarks false

      /AddColorBars false

      /AddCropMarks true

      /AddPageInfo true

      /AddRegMarks false

      /BleedOffset [

        9

        9

        9

        9

      ]

      /ConvertColors /ConvertToCMYK

      /DestinationProfileName ()

      /DestinationProfileSelector /DocumentCMYK

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /MediumResolution

      >>

      /FormElements false

      /GenerateStructure true

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MarksOffset 6

      /MarksWeight 0.250000

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PageMarksFile /RomanDefault

      /PreserveEditing true

      /UntaggedCMYKHandling /LeaveUntagged

      /UntaggedRGBHandling /UseDocumentProfile

      /UseDocumentBleed false

    >>

    <<

      /AllowImageBreaks true

      /AllowTableBreaks true

      /ExpandPage false

      /HonorBaseURL true

      /HonorRolloverEffect false

      /IgnoreHTMLPageBreaks false

      /IncludeHeaderFooter false

      /MarginOffset [

        0

        0

        0

        0

      ]

      /MetadataAuthor ()

      /MetadataKeywords ()

      /MetadataSubject ()

      /MetadataTitle ()

      /MetricPageSize [

        0

        0

      ]

      /MetricUnit /inch

      /MobileCompatible 0

      /Namespace [

        (Adobe)

        (GoLive)

        (8.0)

      ]

      /OpenZoomToHTMLFontSize false

      /PageOrientation /Portrait

      /RemoveBackground false

      /ShrinkContent true

      /TreatColorsAs /MainMonitorColors

      /UseEmbeddedProfiles false

      /UseHTMLTitleAsMetadata true

    >>

  ]

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [612.000 792.000]

>> setpagedevice



