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Key takeaways

CREAATE endpoints

CREAATE* is a Phase 3, randomized, double-blind, placebo-controlled 3-part study designed to evaluate
the efficacy and safety of investigational deucrictibant for prophylaxis and on-demand treatment of
attacks of acquired angioedema due to C1 inhibitor deficiency.

Table 1. CREAATE key inclusion and exclusion criteria

Key inclusion criteria ‘ Key exclusion criteria

» Age 218 years  Any concomitant diagnosis of recurrent angioedema other

Primary objectives » Diagnosis of AAE-C1NH, based on the following: than AAE-CTINH

~ Documented clinical history consistent with AAE-C1INH  * Participation in any other investigational drug study

Deucrictibant Prophylaxis On-demand ~  C1INH functional level <40% « Participants who received any of the following prophylaxis
- Absence of family history of angioedema medications prior to screening:
- Atleast 1 of the following: = C1INH, oral kallikrein inhibitors, or anti-fibrinolytics within
. . 2 weeks
Prophylaxis | On-demand Part 1: Part 2: Part 3: > B deilialove illo e "
p y  Serological confirmation of anti-C1NH autoantibodies Attenuated andr.ogens within 4 ‘.Ne?ks
. Safet¥ :cmd « Stable underlying disease with history of recent attacks = D el e TR R TR
C- Efficacy of tolerability of h - Pregnant or breastfeeding
Efficacy of deucrictibant IR deucrictibant IR « Access and ability to use standard-of-care on-demand
Deucrictibant Deucrictibant deucrictibant XR | capsule vs. placebo capsule for treatment to manage AAE-CTINH attacks
extended-release immediate-release tablet vs. p|acebo for for on-demand on-demand AAE-CTNH, acquired angioedema due to C1 inhibitor deficiency; C1INH, C1 inhibitor; C1q, complement component 1q.
(XR) tablet 40 mg B (IR) capsule 20 mg B prophylaxis against treatment of treatment of
once-daily AAE-C1INH attacks B AAE-C1INH attacks B AAE-C1INH attacks ,
Table 2. Part 1 endpoints
AAE-CTINH, acquired angioedema due to C1INH deficiency; C1INH, C1 inhibitor.
Primary endpoint « Time-normalized (per 4 weeks) number of investigator-confirmed AAE-C1INH attacks
Secondary endpoints:
Backgroun
ackgrou d Efficacy * Proportion of participants who are AAE-C1INH attack free
* Acquired angioedema due to C1 inhibitor deficiency (AAE-C1INH): a bradykinin-mediated condition characterized * Time-normalized number of investigator-confirmed AAE-CTINH attacks treated with on-demand
by painful subcutaneous and/or submucosal swelling attacks and estimated to be 10-times rarer than hereditary medication
angioedema (HAE), another bradykinin-mediated angioedema.™* « Time normalized number of investigator-confirmed moderate and severe AAE-C1INH attacks
» Unmet need: currently no approved therapies to prevent or treat AAE-C1INH attacks.™ » Time-normalized number of investigator-confirmed severe AAE-CTINH attacks
- Deucrictibant: a selective, investigational, orally administered antagonist of the bradykinin B2 receptor under * Proportion of participants achieving 250%, 270%, and 90% reduction in AAE-CTINH attack rate
investigation for the prevention and treatment of bradykinin-mediated angioedema attacks.5 compared with baseline
« Prior studies: POP-AID and ONCE-AID were investigator-initiated proof-of-concept studies. Safety * Incidence of TEAEs and SAEs
' ' ' , L , , ECG parameters
 On-demand treatment of AAE-C1INH attacks with deucrictibant reduced the attack severity compared with
placebo. PK outcomes  Plasma concentrations of deucrictibant
- Prophylactic treatment of AAE-C1INH attacks with deucrictibant reduced the occurrence of angioedema attacks Patient-reported » Angioedema Quality of Life (AE-QoL) Questionnaire
and resulted in a mean monthly attack rate of 0.0. outcomes » Angioedema Control Test 4-week version (AECT-4wk)
* Deucrictibant was well tolerated with no serious adverse events reported. « Patient Global Assessment of Change (PGA-C) compared with Patient Global Assessment of

~ONCE-AID, a long-term open-label prophylaxis study'®: Status (PGA-S) at baseline

« Four patients (3 rolling over from POP-AID) were treated with deucrictibant XR tablet 40 mg once-daily for up to + EUEte] § Dimarsion § Leve] (EQ el

20 months AAE-CTINH, acquired angioedema due to C1INH deficiency; C1INH, C1 inhibitor; ECG, electrocardiogram; PK, pharmacokinetic; SAE, serious adverse event; TEAE, treatment-emergent
. adverse event.

* Deucrictibant was well tolerated with no treatment-related adverse events reported.

« Deucrictibant resulted in a mean monthly attack rate of 0.1 (one patient reported one mild attack two days after
treatment initiation; the remaining patients were attack free).

Table 3. Part 2 endpoints

Primary endpoint  * Time to symptom relief measured using Patient Global Impression of Change (PGI-C) within 12 hours
post treatment

Secondary endpoints:
Objective Efficacy « Time to complete symptom resolution measured using Patient Global Impression of Severity (PGI-S)
within 48 hours post-treatment
To evaluate the efficacy and safety of deucrictibant for prophylaxis and on-demand treatment of AAE-C1INH attacks « Time to symptom relief measured using PGI-S within 12 hours post-treatment
in the Phase 3, pivotal, randomized, double-blind, placebo-controlled 3-part CREAATE* study. » Proportion of study drug-treated attacks achieving complete symptom resolution measured using
PGI-S at 24 hours post-treatment

 Time to end of progression in attack symptoms within 12 hours

Safety * Incidence of TEAEs and SAEs
CREAATE study  Change from baseline in clinical laboratory, vital signs, physical examination, and ECG parameters

« Part 1 - Prophylaxis: participants will be randomized 1:1 to receive placebo or deucrictibant extended-release (XR) PK outcomes - Plasma concentrations of deucrictibant
tablet 40 mg/d ay. ECG, electrocardiogram; PK, pharmacokinetic; SAE, serious adverse event; TEAE, treatment-emergent adverse event.

 Part 2 - On-demand treatment: participants will be randomized 1:1 to receive double-blinded placebo or
deucrictibant immediate-release (IR) capsule 20 mg to treat 2 separate attacks in a randomized crossover

Table 4. Part 3 endpoints

sequence.
—participants include those rolling over from Part 1 and new participants who are deucrictibant treatment-naive. Primary endpoints * Incidence of TEAEs and SAEs

* Part 3 - On-demand treatment: participants who complete Part 2 may continue into Part 3. AAE-CTINH attacks will - Change from baseline in clinical laboratory, vital signs, physical examination, and ECG
be treated with open-label deucrictibant IR capsule 20 mg. parameters

« Pharmacokinetics: assessments will be conducted for the deucrictibant XR tablet and IR capsule Secondary endpoints:
(non-attack state). Efficacy « Time to symptom relief measured using PGI-C within 12 hours post-treatment

Figure 1. CREAATE study design

Part 1 (RCT): Prophylaxis Part 2 (RCT): On-demand Part 3 (OLE): On-demand
double-blind treatment double-blind treatment open-label treatment
period crossover period

Deucrictibant Deucrictibant

XR tablet IR capsule
40 mg/day 20 mg

Screening — R — Deucrictibant IR

capsule 20 mg

Deucrictibant
IR capsule
20 mg

Screening

IR, immediate-release; OLE, open-label extension; R, randomization; RCT, randomized controlled trial; XR, extended-release.

 Time to symptom relief measured using PGI-S within 12 hours post-treatment

* Proportion of study drug-treated attacks achieving complete symptom resolution measured
using PGI-S at 24 hours post-treatment

ECG, electrocardiogram; PGI-C, Patient Global Impression of Change; PGI-S, Patient Global Impression of Severity; SAE, serious adverse event; TEAE, treatment-emergent adverse event.

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

References

1. Otani IM, et al. Immunol Allergy Clin North Am. 2017;37(3):497-511. 2. Trainotti S, et al. J Allergy Clin Immunol Pract. 2023;11(12):3772-9.
3. Cicardi M, et al. Allergy Asthma Clin Immunol. 2010;6(1):14. 4. Petersen RS, et al. J Allergy Clin Inmunol. 2024;154(1):179-83. 5. Lesage A,
et al. Front Pharmacol. 2020;11:916. 6. Lesage A, et al. Int Inmunopharmacol. 2022;105:108523. 7. RAPIDe-1. https://clinicaltrials.gov/study/
NCT04618211. Accessed September 22, 2025. 8. RAPIDe-2. https://www.clinicaltrials.gov/study/NCT05396105. Accessed

September 22, 2025. 9. RAPIDe-3. https://clinicaltrialas.gov/study/NCT06343779. Accessed September 22, 2025. 10. Maurer M, et al.
Presented at: AAAAI; February 24-27,2023; San Antonio, TX, USA. 11. CHAPTER-1. https://www.clinicaltrials.gov/study/NCT05047185.
Accessed September 22, 2025. 12. Aygoren-Plirsiin, et al. Presented at: EAACI; May 31-June 3, 2024, Valencia, Spain. 13. CHAPTER-3.
https://clinicaltrials.gov/study/ NCT06669754. Accessed September 22, 2025. 14. CHAPTER-4. Accessed September 22, 2025.
https://clinicaltrials.gov/study/NCT06679881. 15. Lesage A, et al. Presented at IDDST; May 22-24, 2024; Otsaka, Japan. 16. de Lange M,

et al. J Allergy Clin Immunol. 2025;S0091-6749(25)00889-9 (online ahead of print).

COls: M.C.: BioCryst, CSL Behring, KalVista, Menarini, MSD, Novartis, Otsuka, Pharming, Pharvaris, Sobi, Takeda, UCB; A.A.: Astria, BioCryst, CSL Behring, Intellia, lonis, KalVista, Octapharma, Pharvaris, Takeda; E.A.-P.: Astria, BioCryst, BioMarin, CSL Behring, Intellia, KalVista, Otsuka, Pharming, Pharvaris, Takeda; A.B.: Astria, CSL Behring, lonis, Intellia, KalVista, Pharvaris, Takeda; L.Bo.: BioCryst, Blueprint, CSL Behring,
GSK, Kalvista, Novartis, Pharvaris, Takeda; L.Br.: none; T.Ca.: Astria, BioCryst, CSL Behring, KalVista, Novartis, Pharming, Pharvaris, Takeda, IdiPAZ program for promoting research activities; T.Cr.: ADARX, Astria, BioCryst, BioMarin, CSL Behring, GlaxoSmithKline, Grifols, lonis, Intellia, KalVista, Pharvaris, Takeda, Director of ACARE International Hereditary Angioedema Center, member of the Medical Advisory Board for
the HAE-A; A.D.D.: BioCryst, CSL Behring, lonis, KalVista, Otsuka, Pharming, Pharvaris, Takeda; H.F.: BioCryst, CSL Behring, Intellia, KalVista, ONO Pharmaceutical, Pharming, Pharvaris, Takeda; J.S.F.: CSL Behring, Menarini, Novartis, Pharvaris, Takeda, Viatris; A.G.: BioCryst, CSL Behring, Shire-Takeda; D.G.: BioCryst, CSL Behring, Pharming, Takeda; M.G.: BioCryst, CSL Behring, Novartis,member of the immunology
clinical reference group; P.G.: BioCryst, CSL Behring, KalVista, Pharming; Takeda; J.S.J.: BioCryst, CSL Behring, Cycle Pharma, Intellia, lonis, Kalvista, Pharming, Pharvaris, Takeda; S.K.-A.: BioCryst, Biotest, CSL Behring, lonis, KalVista, Otsuka, Pharvaris, Takeda; L.L.: BioCryst, CSL Behring, Novartis, Takeda; H.J.L.: Astria, CSL Behring, Intellia, KalVista, Pharvaris, Takeda; M.M.: Astria, BioCryst, CSL Behring, Intellia,
KalVista, Novartis, Octapharma, Otsuka, Pharvaris, Takeda; M.E.M.: AstraZeneca, Astria, BioCryst, Blueprint, Celldex, Cogent, CSL Behring, GSK, lonis, Intellia, KalVista, Merck, Novartis, Pharming, Pharvaris, Regeneron, Takeda, Teva; F.P.: BioCryst, CSL Behring, Otsuka, Pharvaris, Takeda; M.A.R.: Astria, BioCryst, BioMarin, Celldex, CSL Behring, Cycle Pharma, Grifols, Intellia, lonis, KalVista, Novartis, Pharming, Pharvaris,
Sanofi-Regeneron, Takeda; M.S.: BioCryst, CSL Behring, KalVista, Pharming, Pharvaris, Takeda; C.S.: none; P.T.: CSL Behring, Takeda; A.V.: AstraZeneca, Berlin-Chemie/Menarini Group, CSL Behring, KalVista, Novartis, Pharming, Pharvaris, Sobi, Takeda; H.J.W.: BioCryst, BioMarin, CSL Behring, Genentech, GSK, Takeda; P.F.K.Y.: Astria, BioCryst, CSL Behring, KalVista, Pharming, Pharvaris, Takeda; A.Z.: BioCryst, CSL
Behring, KalVista, Pharming, Pharvaris, Takeda; C.C., J.M., L.Z.: employees of Pharvaris, holds stock in Pharvaris; R.C.: employee of RC Consultancy and consultant to Pharvaris, holds stocks in Pharvaris; P.Lu: employee of Pharvaris, holds stocks in Pharvaris; D.M.C.: Astria, BioCryst, CSL Behring, lonis, Intellia, KalVista, Otsuka, Pharvaris, Takeda.

Acknowledgments: Medical writing services were provided by Jonny Turner, PhD, of Envision Pharma Group, and was funded by Pharvaris.

*CREAATE is a Pharvaris-sponsored clinical trial.




<<

  /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 1.3

  /CompressObjects /Off

  /CompressPages false

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.0000

  /ColorConversionStrategy /sRGB

  /DoThumbnails false

  /EmbedAllFonts true

  /EmbedOpenType false

  /ParseICCProfilesInComments true

  /EmbedJobOptions true

  /DSCReportingLevel 0

  /EmitDSCWarnings false

  /EndPage -1

  /ImageMemory 1048576

  /LockDistillerParams false

  /MaxSubsetPct 100

  /Optimize true

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness false

  /PreserveHalftoneInfo false

  /PreserveOPIComments false

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Remove

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages false

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages true

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 600

  /ColorImageDepth -1

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.00000

  /EncodeColorImages true

  /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 600

  /GrayImageDepth -1

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.00000

  /EncodeGrayImages true

  /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 600

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.00000

  /EncodeMonoImages true

  /MonoImageFilter /CCITTFaxEncode

  /MonoImageDict <<

    /K -1

  >>

  /AllowPSXObjects false

  /CheckCompliance [

    /None

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXCompliantPDFOnly true

  /PDFXNoTrimBoxError false

  /PDFXTrimBoxToMediaBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXSetBleedBoxToMediaBox false

  /PDFXBleedBoxToTrimBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

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

  /PDFXOutputConditionIdentifier (CGATS TR 001)

  /PDFXOutputCondition ()

  /PDFXRegistryName (http://www.color.org)

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<

    /ENU ([Based on 'EPG UPLOAD'] [Based on 'EPG UPLOAD'] [Based on 'HighResolution_NoCrops'] [Based on 'HighResolution_NoCrops'] [Based on 'HighResolution_NoCrops\\0501\\051'] [Based on 'HighResolution_WithCrops'] [Based on '[PDF/X-1a:2001]'] Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 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 false

      /AddPageInfo false

      /AddRegMarks false

      /BleedOffset [

        0

        0

        0

        0

      ]

      /ConvertColors /ConvertToRGB

      /DestinationProfileName (sRGB IEC61966-2.1)

      /DestinationProfileSelector /UseName

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /HighResolution

      >>

      /FormElements false

      /GenerateStructure true

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MarksOffset 0

      /MarksWeight 0.250000

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PageMarksFile /RomanDefault

      /PreserveEditing true

      /UntaggedCMYKHandling /UseDocumentProfile

      /UntaggedRGBHandling /LeaveUntagged

      /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



