
FIGURE 2 EMPASSION: A Phase 3, Randomized, Double-Blinded, Double-Dummy Study Evaluating the 
Efficacy and Safety of Empasiprubart Versus IVIg in Adults With MMN (NCT06742190)

Safety Follow-Up 
Period

• 15-month safety 
follow-up

• No IMP administered

• First visit 3 months 
±7 days after the last 
treatment dose

Screening 
Period

• Up to 15 weeks 

• ≥2 IVIg cycles

• ‘Definite’ or 
‘Probable’ MMN 
diagnosis confirmed 
by expert committee 
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BACKGROUND

ABBREVIATIONS
AE, adverse event; C2, complement component 2; C3, complement 
component 3; C5, complement component 5; CAP-PRI, Chronic Acquired 
Polyneuropathy Patient-Reported Index; DTP, double-blind transition 
period; EFNS, European Federation of Neurological Societies; 
EQ-5D-5L, EuroQoL 5 Dimensions, 5 Levels; FcRn, neonatal Fc receptor; 
GM1, monosialotetrahexosylganglioside; HPT, Hole Peg test; 
Ig, immunoglobulin; IMP, investigational medicinal product; 
IV, intravenous; IVIg, intravenous immunoglobulin; MMN, multifocal 
motor neuropathy; MMN-RODS, Rasch-built Overall Disability Scale for 
MMN; mMRC, modified Medical Research Council; OLTP, open-label 
treatment period; PD, pharmacodynamics; PGI-C, Patients’ Global 
Impression of Change; PGI-S, Patients’ Global Impression of Severity; 
PK, pharmacokinetics; PNS, Peripheral Nerve Society; Q4W, every 4 weeks; 
Q5W, every 5 weeks; RT-FSS, Rasch-transformed Fatigue Severity Scale.

• MMN is a rare, immune-mediated, complement-
driven chronic neuropathy leading to focal 
demyelination and axonal degeneration, and 
progressive, disabling, asymmetric limb weakness 
with absence of sensory loss1–3

• Anti-GM1 IgM antibody-mediated complement 
activation plays a central role in the pathogenesis 
of MMN1–3

• Complement component C2 is an optimal point of 
intervention within the complement cascade4

• Targeting C2 inhibits the classical and lectin 
complement pathways upstream of C3 and C5 
while leaving the alternative pathway intact, 
leading to reduced infection risk4,5

• IVIg is the current standard of care in MMN; 
however:
• ~90% of patients experience disease progression, 

despite maintenance treatment and dose increases2,6

• IVIg requires frequent infusions which can last several 
hours or days, can be associated with adverse events, 
and may be subject to availability issues4,7,8 

• There have been no new treatments for MMN 
since IVIg approval in 20129

KEY TAKEAWAYS

The phase 2 ARDA study showed that 
empasiprubart IV was well tolerated, 
and improved muscle/grip strength as well 
as reduced the need for IVIg treatment10

The global, phase 3, EMPASSION study 
will evaluate the efficacy and safety of 
empasiprubart versus IVIg head-to-head 
in adult participants with MMN

Empasiprubart is a first-in-class, 
humanized, monoclonal 
antibody that specifically 
binds to C24 
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PART A: 
Double-Blinded Treatment Period†

PART B: 
Open-Label Treatment Period (OLTP)‡,§,¶

*Participants will be randomized 2:1 to receive empasiprubart IV/IVIg placebo or IVIg/empasiprubart placebo, respectively, in part A; randomization coincides with a scheduled IVIg infusion visit. †Participants will receive a loading dose on days 1 and 8, and maintenance dose Q4W 
from day 29. ‡Participants will receive treatment on day 169, day 176, and Q4W from day 197. §Part B of the study will remain open in all countries for a maximum of 2 years after completion of Part A of the study. Part B may end earlier than 2 years in countries where 
empasiprubart becomes available for MMN commercially or through a continued access program, whichever comes first. ¶Concomitant IVIg is not permitted during the OLTP; participants requiring IVIg will discontinue the open-label period and enter the safety follow-up period. 
‖Participants will receive empasiprubart IV (maintenance dose) from day 169, empasiprubart placebo on day 176, and empasiprubart (maintenance dose) Q4W from day 197. **Participants will receive empasiprubart IV (loading dose) on days 169 and 176, and empasiprubart 
(maintenance dose) Q4W from day 197. 

Empasiprubart Binds C2 and 
Blocks Activation of the Classical 
and Lectin Complement Pathways
• Empasiprubart is a first-in-class, 

humanized, monoclonal antibody that 
specifically binds to C24 (Figure 1)

• IgM autoantibody-mediated complement 
activation was effectively inhibited by 
targeting C2 with empasiprubart in an in 
vitro model of MMN1

• In the phase 2 ARDA study, 
empasiprubart IV demonstrated clinical 
improvements across multiple efficacy 
parameters compared with placebo, was 
well tolerated with mostly mild or 
moderate AEs, and established proof of 
concept for the treatment of MMN 
patients with empasiprubart10

• The pivotal phase 3 EMPASSION study 
(NCT06742190) will evaluate the 
efficacy and safety of empasiprubart 
versus IVIg head-to-head in adult 
participants with MMN

STUDY DESIGN

KEY ELIGIBILITY CRITERIA STUDY ENDPOINTS

INCLUSION CRITERIA
• Adults aged ≥18 years 
• Confirmed diagnosis of definite/

probable MMN according to the 
EFNS/PNS 2010 guidelines12

• Clinically meaningful response to IVIg 
in the past 5 years, as confirmed by 
expert committee  

• Receiving IVIg (0.4–2.0 g/kg per cycle) 
once every 2, 3, 4, or 5 weeks with a 
minimum converted weekly dose of 
≥0.125 g/kg

• Receiving a maintenance regimen 
of IVIg for ≥8 weeks (10 weeks if 
receiving IVIg Q5W) before screening 
and until baseline

EXCLUSION CRITERIA
• Presence of another known, 

confounding autoimmune 
disease/other medical condition

• Clinical signs/symptoms of 
neuropathies other than MMN

• History of malignancy, unless 
resolved with no recurrence at 
least 3 years before treatment 
administration

• Current participation in an 
interventional trial

• Receipt of any other IMP <12 weeks 
or <5 half-lives (whichever is longer) 
before screening

PRIMARY ENDPOINT*

• Change from baseline 
in 25-Item MMN-RODS 
centile score

KEY SECONDARY 
ENDPOINTS*

• Change from baseline in grip 
strength (most affected hand) 

• Change from baseline in 
mMRC-14 sum score 

• Percentage change from 
baseline in time to complete 
9-HPT (dominant hand)

OTHER SECONDARY 
ENDPOINTS
• Safety (incidence/

severity of AEs)
• PK, PD, and immunogenicity of 

empasiprubart  
• Efficacy measures to evaluate 

muscle strength and motor 
function (mMRC-10 and -14 
sum score in the 2 most 
affected muscle groups), 
manual dexterity (9-HPT; 
non-dominant hand), 
health-related quality of life 
(EQ-5D-5L; RT-FSS), and 
patient-reported outcomes 
(CAP-PRI, PGI-C; PGI-S)

• 6 months
• Double-dummy treatment
• IVIg/IVIg Placebo as per participant 

maintenance regimen

• 24 months
• Open to all participants completing part A
• 4-week DTP followed by 23-month OLTP

Randomization*

Empasiprubart IV 
+ IVIg Placebo

Empasiprubart IV Q4W 

DTP‖

IVIg 
+ Empasiprubart IV Placebo 

N≈100

For more information 
on EMPASSION

*Assessed at Week 24.

DTP**

Empasiprubart

FcRn

C2

Empasiprubart binds C2 at neutral pH before being internalized into acidified endosomes 
where C2 is subsequently released

1

Empasiprubart binds to FcRn and is rescued from degradation2

Unbound C2 is degraded 
in the lysosome

3

Empasiprubart is recycled 
back into circulation

4

Binds C2 in a pH- and Ca2+-dependent manner4

Decreased affinity for other Fc receptors to avoid 
activating IgG-dependent effector functions4,11

Engineered for a long half-life through increased 
affinity to FcRn at acidic pH4,11

FIGURE 1 Empasiprubart Proposed Mechanism of Action

31

2

https://acrobat.adobe.com/id/urn:aaid:sc:US:cf63c325-eec7-4b65-aeb1-179ee3773ac8
https://acrobat.adobe.com/id/urn:aaid:sc:US:cf63c325-eec7-4b65-aeb1-179ee3773ac8
https://investor.baxter.com/investors/events-and-news/news/press-release-details/2012/Baxter-Announces-FDA-Approval-for-GAMMAGARD-LIQUID-as-a-Treatment-for-Multifocal-Motor-Neuropathy/default.aspx
https://investor.baxter.com/investors/events-and-news/news/press-release-details/2012/Baxter-Announces-FDA-Approval-for-GAMMAGARD-LIQUID-as-a-Treatment-for-Multifocal-Motor-Neuropathy/default.aspx
https://investor.baxter.com/investors/events-and-news/news/press-release-details/2012/Baxter-Announces-FDA-Approval-for-GAMMAGARD-LIQUID-as-a-Treatment-for-Multifocal-Motor-Neuropathy/default.aspx

	Slide Number 1


<<
  /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'] [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


