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BACKGROUND ASSAY DEVELOPMENT ANALYTICAL VALIDATION RESULTS SUMMARY

» Crizanlizumab is the first and only FDA-approved monoclonal antibody (marketed as
Adakveo®) that reduces the frequency of vaso-occlusive crises (VOCs) or pain crises in
adults and pediatric patients, aged 16 years and older, with sickle cell disease. *
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» This antibody binds to P-selectin on endothelial cells and platelets thereby inhibiting its Pass

interaction with P-selectin glycoprotein ligand-1 (PSGL-1) expressed on blood cells. The P-
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« IC, value is generated and used as the bench mark to bridge critical reagent changes,

» The SPR assay to quantify inhibitory (PD) activity of crizanlizumab was designed to mimic in such as different lots of P-selectin and GSP6

vivo biological interactions, wherein, a biotinylated glycosulfopeptide-6 (GSP6) representing
the PSGL-1 binding domain was immobilized on a streptavidin coated sensor chip.

PD RESULTS FROM CLINICAL TRIALS

CONCLUSIONS

« Crizanlizumab shows comparable |C;, values in different matrix

* Three levels of assay quality controls (QCs) are determined: HQC, MQC and LQC Crizanlizumab showed inhibition of P-selectin binding in clinical studies of sickle cell disease patients, and,

» Serum samples from patients treated with crizanlizumab were injected over the GSP6 sensor s . _ ) ) _
the inhibitory properties of crizanlizumab were comparable amongst different manufacturing methods.

» A systematic approach was taken to qualify the
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Figure 2. In vivo biology derived PD assay design principle.
(Right figure is from Immunity 2014, Volume 4 issue 4, page 542-553)

Figure 4. a) Crizanlizumab inhibition curve in PNHS and SCDS

b) Crizanlizumab inhibition curve in PNHS with two different lots of GSP6 This presentation is the intellectual property of the author/presenter. Contact naveen.dakappagari@navigatebp.com for permission to reprint and/or distribute.
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