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Efficacy and Safety of Bradykinin B2 Receptor Antagonism With Oral Deucrictibant in Prophylaxis of Hereditary Angioedema Attacks: 
Results of CHAPTER-1 Phase 2 Trial

• Thirty-four participants were enrolled and randomized at sites in Canada, Europe, the United Kingdom, and the United States. 
• The primary endpoint was met, with deucrictibant 20 mg/day and 40 mg/day significantly reducing the monthly attack rate by 79.3% (P=0.0009) and 84.5% (P=0.0008) compared to 

placebo, respectively (Figure 2 and Table 1).

• Excess bradykinin is the cause of the clinical manifestations of hereditary 
angioedema (HAE) attacks.1 

• Despite the availability of approved therapies, an unmet need remains for additional 
prophylactic treatments combining injectable-like efficacy, a well-tolerated profile, 
and ease of administration.2-5

• Deucrictibant is an orally administered, highly potent, specific antagonist of 
the bradykinin B2 receptor under development for on-demand and prophylactic 
treatment of HAE attacks.3,6-10

• CHAPTER-1 (NCT05047185)10,† is a two-part, Phase 2 study evaluating the efficacy, 
safety, and tolerability of deucrictibant for long-term prophylaxis against angioedema 
attacks in HAE-1/2.

• Eligible participants were ≥18 and ≤75 years, diagnosed with HAE-1/2, were 
not receiving other prophylactic treatments at the time of screening, and experienced 
≥3 attacks within the past 3 consecutive months prior to screening or ≥2 attacks 
during screening (up to 8 weeks).

• In placebo-controlled part 1, participants were randomized to receive 1 of 2 doses 
of double-blinded deucrictibant (20 or 40 mg/day) or placebo for 12 weeks of 
treatment (Figure 1).

• In the Phase 2 CHAPTER-1 trial, deucrictibant significantly reduced the occurrence 
of HAE attacks and achieved clinically meaningful reduction in occurrence of
both moderate and severe HAE attacks, as well as HAE attacks treated with 
on-demand medication. 

• CHAPTER-1 results provide evidence on the efficacy and safety of deucrictibant 
for the prevention of HAE attacks and support its further development as a potential 
prophylactic therapy for HAE.
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• Deucrictibant immediate-release (IR) capsule was dosed twice per day as a 
proof-of-concept for the once-daily deucrictibant extended-release tablet, which
is the intended formulation of deucrictibant for prophylactic HAE treatment.11

• The primary endpoint was the time-normalized number of investigator-confirmed 
HAE attacks, expressed as monthly HAE attack rate. 

• The time-normalized number of moderate and severe HAE attacks and HAE attacks 
treated with on-demand medication were among the prespecified secondary 
endpoints.

• In the ongoing part 2 open-label portion of the CHAPTER-1 study,10 participants may 
continue treatment with deucrictibant 40 mg/day.

Placebo
(N=11)

Deucrictibant 
20 mg/dayb (N=11)

Deucrictibant 
40 mg/dayc (N=12)

Monthly attack ratea

Baseline, median 1.67 1.67 1.74

On study, median 2.15 0 0.15

Change from baseline, median 0.33 –1.34 –1.59

% change from baseline 17% –100% –96%

Model-based inference

LS mean 1.94 0.40 0.30

% reduction vs placebo – 79.3% 84.5%

P value – 0.0009 0.0008

• In analyses of the secondary endpoints, deucrictibant 40 mg/day reduced the occurrence of moderate and severe attacks by 92.3% (Figure 3) and of attacks treated with on-demand 
medication by 92.6% (Figure 4).

• A consistent reduction in monthly attack rate was observed with deucrictibant treatment regardless of baseline attack rate (Figure 5).

Events

Placebo 
(N=11)

Deucrictibant 
20 mg/daya (N=11)

Deucrictibant 
40 mg/dayb (N=12)

Participants,
n (%)

Events, 
n

Participants,
n (%)

Events, 
n

Participants,
n (%)

Events, 
n

TEAEs 7 (63.6) 16 6 (54.5) 11 7 (58.3) 12
Treatment-related TEAEs 1 (9.1) 1 2 (18.2) 2 1 (8.3) 1

Nausea 0 0 1 (9.1) 1 0 0
Gamma-glutamyltransferase
increased 0 0 0 0 1 (8.3) 1

Dizziness postural 0 0 1 (9.1) 1 0 0
Headache 1 (9.1) 1 0 0 0 0

Serious TEAEs 0 0 0 0 0 0
Treatment-related serious 
TEAEs 0 0 0 0 0 0

TEAEs leading to study drug 
discontinuation, withdrawal, 
or death

0 0 0 0 0 0

• Deucrictibant was well tolerated at both doses, and all reported treatment-related 
treatment-emergent adverse events (TEAEs) were mild in severity (Table 2).

• No serious TEAEs, no severe TEAEs, and no TEAEs leading to treatment discontinuation, 
study withdrawal, or death were reported (Table 2). 
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Figure 2. Overall monthly attack rate

Results

IR, immediate-release; LS, least squares; N, number of randomized participants. Model-based inferences are based on a Poisson regression model adjusted for baseline attack rate and time on treatment. No multiplicity adjustment was applied.
aNumber of attacks/4 weeks. bDeucrictibant IR capsules, 10 mg twice daily. cDeucrictibant IR capsules, 20 mg twice daily. 

IR, immediate-release; N, number of randomized participants; TEAE, treatment-emergent adverse event (defined as an adverse event that 
occurred after the first administration of double-blinded study treatment). aDeucrictibant IR capsules, 10 mg twice daily. bDeucrictibant IR 
capsules, 20 mg twice daily.

Table 2. Adverse events

Figure 1. Study design 

IR, immediate-release; R, randomization.
aDeucrictibant IR capsules, 10 mg twice daily. bDeucrictibant IR capsules, 20 mg twice daily.

Part 1: Double-blind
treatment period (12 weeks)

Part 2: Open-label
treatment period

Placebo

R Deucrictibant
20 mg/daya

Deucrictibant
40 mg/dayb

End-of-study
visitScreening Deucrictibant

40 mg/dayb
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on

th
ly

 a
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 ra

te
a  (

LS
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ea
n) 2.0

1.5

1.0

0.5

0.0
Placebo 
(N=11)

20 mg/dayb 
(N=11)

40 mg/dayc 
(N=12)

0.30
0.40

1.94

84.5% reduction, P=0.0008

79.3% reduction, P=0.0009

†CHAPTER-1 is a Pharvaris-sponsored clinical trial. ClinicalTrials.gov identifier: NCT05047185. 

Table 1. Overall monthly attack rate 

IR, immediate-release; LS, least squares; N, number of randomized participants. Model-based inferences are based on a Poisson regression model adjusted for baseline attack rate and time on treatment. No multiplicity adjustment was applied. The P values in these figures 
are nominal. aNumber of attacks/4 weeks. bDeucrictibant IR capsules, 10 mg twice daily. cDeucrictibant IR capsules, 20 mg twice daily. 

Figure 5. Attacks by baseline rate
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Figure 3. Moderate and severe attacks

82.8% reduction, P=0.0066

92.3% reduction, P=0.0067
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Figure 4. On-demand treated attacks

Placebo
(N=11)

20 mg/dayb 
(N=11)

40 mg/dayc 
(N=12)

M
on

th
ly

 a
tta

ck
 ra

te
a  (

LS
 m

ea
n)

2.0

1.5

1.0

0.5

0.0

1.41

92.6% reduction, P=0.0040

75.1% reduction, P=0.0074

0.35

0.10

Placebo (N=11)
20 mg/dayb (N=11)
40 mg/dayc (N=12)

Placebo (N=11)
20 mg/dayb (N=11)
40 mg/dayc (N=12)


	Efficacy and Safety of Bradykinin B2 Receptor Antagonism With Oral Deucrictibant in Prophylaxis of Hereditary Angioedema Attacks: Results of CHAPTER-1 Phase 2 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 1.4

  /CompressObjects /Tags

  /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 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 RGB'] [Based on 'EPG PRESS RGB'] [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 /ConvertToRGB

      /DestinationProfileName (sRGB IEC61966-2.1)

      /DestinationProfileSelector /UseName

      /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 /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



