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Why did we perform this research?

Immunocompromised individuals (ICls) remain at high risk of experiencing severe COVID-19
(hospitalisation or death) due to an impaired immune response to vaccinations.'?

Passive immunisation through pre-exposure prophylaxis (PrEP) can protect ICls and has been
recommended by medical societies including the Swiss Society for Infectious Diseases (SSI)34

High-risk individuals with a documented failure to mount a significant antibody response after
=3 doses of messenger ribonucleic acid (mMRNA) COVID-19 vaccines

* Individuals with an established inability to respond to vaccination.

PrEP with tixagevimab + cilgavimab (T+C) was available in Switzerland from May 2022 to February
2023 at designated, authorised, recipient hospitals before its withdrawal due to diminished in-vitro
neutralisation against emerging Omicron variants.3°

Objective 1: To quantify the clinical and economic impact of one dose of T+C vs. no PrEP
(wait and treat) given to 1,500 ICIs who received T+C in Switzerland in May 2022 among
10,000 eligible IClIs estimated in an expert consensus paper by Swiss experts (SSI/EKIF).3:4

Objective 2: Assess the impact of three hypothetical PrEP access scenarios for ICls in a
stepwise approach in terms of earlier access, two T+C doses, and broader coverage.

Summary

Introduction in May 2022 of PrEP for COVID-19 with a
single dose of T+C was estimated to have prevented
74 symptomatic cases, seven hospitalisations, 60 bed
days, and 14 post-acute COVID-19 sequelae (PACS)
cases among 1,500 ICls in Switzerland.

Considering hypothetical scenarios with stepwise
changes in terms of 1. earlier access, 2. a second
T+C dose, and 3. broader coverage among ICls, led
to substantially more adverse COVID-19 outcomes
prevented by PrEP, with a reduction of 265-2,280
symptomatic cases, 24-210 hospitalisations, 215—
1,848 bed days, and 51-442 PACS cases.

Figure 1 summarises the essential steps needed to
achieve earlier access and broader ICI coverage for
reducing ICl burden in a timely manner.

Figure 1. Steps Needed for Broader ICls Coverage
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Key

takeaway

Earlier access, two doses, and broader coverage with T+C as PrEP for ICls could have prevented 3.6 to 30.7 times the
number of COVID-19 adverse outcomes and associated costs between November 2021 and November 2022 in Switzerland.

Wider dissemination of PrEP information, broader PrEP prescriber base to facilitate access, timely and simple patient
identification and minimising barriers to PrEP would enable earlier access and broader coverage of PrEP.
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What did we find?

Figure 2. Scenarios, Model Structure and Results
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Abbreviations: CHF = Swiss franc; CPAP = continuous positive airway pressure; ECMO = Extracorporeal membrane oxygenation; HR = hazard ratio; IMV = invasive mechanical ventilation; NIV = non-invasive ventilation; PACS = post-acute COVID-19 sequelae.

How did we perform this research?

« Figure 2C provides a summary of the clinical outcomes and
associated costs prevented by PrEP vs. no PrEP. In the reality
scenario, one dose of T+C PrEP prevented 74 symptomatic
cases, seven hospitalisations, 60 bed days, and 14 PACS cases
with associated costs of Swiss franc (CHF) 212'568; CHF
147°796; CHF 93997, and CHF 102’979, respectively.

 The adverse outcomes and associated costs prevented by T+C
PrEP, if earlier access was available, could have been 3.6 times
higher if ICls had received one T+C dose in November 2021 and
4.6 times higher if ICls had received two T+C doses over one
year. Earlier access to two T+C doses and broader ICI coverage
combined could have prevented up to 30.7 times higher adverse
outcomes and associated costs.

* The rate of symptomatic infection (RoSI) and risk of
hospitalisation (RoH) were identified as the key drivers of clinical
outcomes prevented by PrEP. Therefore , a range of plausible
symptomatic infection risks (x 50%) and hospitalisation risks
(2.9%7 - 18.8%°) were explored in scenario analysis.

In the reality scenario, varying the RoSI resulted in 37-112
symptomatic cases and 3—10 hospitalisations averted, while
changing the RoH led to 2—15 hospitalisation prevented.

For the hypothetical 3 scenario, varying the RoSI resulted in
1,140-3,420 symptomatic cases and 105-314
hospitalisations averted, while changing the RoH led to 69—
448 hospitalisations averted.

What is the significance of these data?

| Introduction of PrEP consisting of a single dose of
T+C in May 2022 was estimated to have significantly
reduced the COVID-19 disease burden among ICls in
Switzerland.

| The impact of PrEP with T+C could have been
significantly greater with earlier access, preventing
3.6 times and 4.6 times more COVID-19 adverse
outcomes and healthcare-related costs if one T+C
dose was given in November 2021 or two T+C doses
were given over November 2021 to November 2022,
respectively. Combining earlier access (two T+C
doses) and broader coverage (10,000 ICIs receiving
PrEP) would have resulted in a 30.7-fold increase in
COVID-19 adverse outcomes prevented.

| To achieve earlier access and broader ICI coverage
and therefore reduction of ICI burden in a timely
manner, several steps are needed, with the key steps
summarised in Figure 1.

Analysis Overview

« A cost-consequence analysis was conducted comparing PrEP with T+C vs.
no PrEP across the four scenarios summarised in Figure 2. The base-case
scenario (labelled “reality”) aimed to quantify the impact of what happened
in Switzerland. The three hypothetical scenarios simulated what could have
been achieved using a stepwise approach as follows (Figure 2A):

Hypothetical 1: Earlier access enabling one T+C dose in November
2021 (i.e., protecting 1,500 ICls during the December 2021 to March
2022 period during which high infection rates were observed in

Hypothetical 2: Earlier access enabling two T+C doses from
November 2021 to November 2022

Hypothetical 3: Earlier access and broader ICls coverage, enabling
two T+C doses in all 10,000 eligible ICls (100% uptake)

The outcomes of interest for the analyses were the number of symptomatic
cases, hospitalisations, bed days, and PACS prevented by PrEP, along with
the direct economic consequences of each.

« The ICls considered for the analysis included people with the following

conditions specified in the Swiss guidelines: severe immunosuppression,

receiving chemotherapy for solid cancer, chronic neutropenia, hereditary
immunodeficiencies, receiving B-cell depleting or other immunosuppressive
therapies, haematological malignancies, and solid organ transplants®.

« Model inputs were derived from a targeted literature review, focusing on
studies specific to vaccinated ICls adults and to the Omicron variants (see
Supplement file for details). In the absence of Switzerland specific data,
large ICls and Omicron specific international studies were leveraged.

The model inputs were discussed and validated with Swiss clinical and
economic experts. Extensive sensitivity analyses were conducted.

5. SSI. 2022. Current opinion on Evusheld (tixagevimab/cilgavimab) for the passive immunization treatment (pre-
exposure prophylaxis) against SARS-CoV-2 in severely immunocompromised persons in Switzerland

6. AlJurdiA, etal. Am J Transplant. Dec 2022;22(12):3130-3136.

Switzerland)
Disclosures References
. : : e : : 1. Agrawal U, et al. Lancet. Oct 15 2022;400(10360):1305-1320.
SR, GB, WM, and EN are employed by Evidera, a part of Thermo Fisher Scientific, which received 2. FlahaultA, The Lancet. 2023:401(10392):1909-1912. doi:10.1016/S0140-6736(23)01012-7
funding from AstraZeneca to conduct this study. : .
. SA AJ SW are emploved by AstraZeneca and hold shares in AstraZeneca. LM is emploved b 3. SSI. 2023. Recommendations for the use of early COVID-19 therapy and prophylaxis.
Ast,raZ’eneca ploy y ' ploy y 4. SSl. 2022. Position paper on the use of monoclonal antibodies against SARS-CoV-2 as passive immunisation
' treatments in severely immunocompromised persons in Switzerland

Presented at the ISPOR Europe Conference, 12-15 November 2023, Copenhagen, Denmark




	Clinical and Economic Impact of Pre-exposure Prophylaxis�with Tixagevimab + Cilgavimab in 2022 in Switzerland to �Protect Immunocompromised Individuals


<<

  /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 /Error

  /CompatibilityLevel 1.4

  /CompressObjects /Tags

  /CompressPages true

  /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 true

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness true

  /PreserveHalftoneInfo false

  /PreserveOPIComments true

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Preserve

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages true

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages true

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 300

  /ColorImageDepth -1

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.50000

  /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 true

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /DownsampleGrayImages true

  /GrayImageDownsampleType /Bicubic

  /GrayImageResolution 300

  /GrayImageDepth -1

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.50000

  /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 true

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /DownsampleMonoImages true

  /MonoImageDownsampleType /Bicubic

  /MonoImageResolution 1200

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.50000

  /EncodeMonoImages true

  /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 <<



    /BGR <>

    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>

    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>

    /CZE <>

    /DAN <>

    /DEU <>

    /ESP <>

    /ETI <>

    /FRA <>

    /GRE <>



    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)

    /HUN <>

    /ITA <>

    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>

    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>

    /LTH <>

    /LVI <>

    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)

    /NOR <>

    /POL <>

    /PTB <>

    /RUM <>

    /RUS <>

    /SKY <>

    /SLV <>

    /SUO <>

    /SVE <>

    /TUR <>

    /UKR <>

    /ENU (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 false

      /AddPageInfo false

      /AddRegMarks false

      /ConvertColors /ConvertToCMYK

      /DestinationProfileName ()

      /DestinationProfileSelector /DocumentCMYK

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /MediumResolution

      >>

      /FormElements false

      /GenerateStructure false

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PreserveEditing true

      /UntaggedCMYKHandling /LeaveUntagged

      /UntaggedRGBHandling /UseDocumentProfile

      /UseDocumentBleed false

    >>

  ]

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [612.000 792.000]

>> setpagedevice



