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SPK-8011 plasma collection and clinical analysis of FVIIlI antigen concentration

« Plasma from participants dosed on the SPK-8011 Phase I/l trial (NCT03003533/NCT03432520)
was collected as previously reported (George et al. NEJM 2021).%

Figure 3. SPK-8011 Plasma Results in Significantly Reduced Clotting
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Fig. 3. Mean reduction in clotting times (horizontal lines) calculated for plasma samples from 14 HemA study participants
37°C treated with SPK-8011 (green circles) were compared to changes from predicted times of normal plasma (blue triangles) in
Panel A, and Xyntha (violet squares) in Panel B. **** p < 0.0001.
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SPK-8011 plasma, cacCl, R Using a linear model th to control sample clot times, _SPP_( 8011 plasma samples
normal plasma, or Xyntha demonstrated a 34.7% + 11.7 (mean = SD) reduction in clot times compared to
diluted in EVIll-deficient - FX normal plasma, and a 23.5% = 10.0 (mean = SD) compared to Xyntha.
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plasma FVa, prothrombin . This reduction in clot time for SPK-8011 plasma was significantly different from
Thrombin both normal plasma (p < 0.0001) and Xyntha (p < 0.0001) by Welch’s t-test.
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Conclusions

 Surface activator

Light source Detector - Plasma from individuals with haemophilia A who received SPK-8011
. demonstrated shorter clot times compared to pooled plasma from healthy
Statistical analyses

- Analyses performed included a whole model fit to the log transformed experimental results and donors and recombinant FVIII containing similar antigen levels.
ANCOVA, or Analysis of Covariance, which tested to see if there were any significant effects in - These findings corroborate our previous observation that SPK-8011 EVIII

this model: Log(aPTT)=Sample Type+Log(FVIIl)+Sample Type*Log(FVIII). . _ _
may have enhanced activity compared with endogenous FVIII in a global
coagulation assay (TGA).

* Alinear model fit to FACT and Xyntha® sample clot times was chosen to compare mean
differences in residual clotting times between control samples over a range of FVIII antigen levels

and study participant samples with antigen levels that fall within the control sample range. - Taken together these observations emphasize the importan ce of further

- The Welch’s non-paired t-test was performed to assess statistical significance in clot time Characterizing gene therapy derived EVIII
reduction. '
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