Therapeutic efficacy of a bi-functional C5 mAb-FH1-5 fusion protein
In @ mouse model of rapidly progressing lethal C3 glomerulopathy (C3G)
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Introduction

&P rHmmp- mouse: a lethal mouse C3G model, |@ Factor D humanization in FH™™P-- mice

C3 glomerulopathy (C3G) Is a rare kidney disease caused and mixed efficacy of a murine anti-C5 mAb | further exacerbates C3G due to higher C3 and C5
by dysregulated alternative pathway (AP) complement
activation. It is characterized by glomerular C3 deposition, Mortality and pathology
proteinuria, crescentic glomerulonephritis and renal failure. FH™mMP-I- mice die of 100 y - 100-
The anti-C5 mAb drug Eculizumab has shown therapeutic C3G by 20 weeks of age. g 80 Wi AAA\A NP (n=35) -
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demonstrated an anti-C5 mAb to be completely effective In 0 . . i 0.
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established disease. We have recently humanized factor D Age (weeks) ’3 : o 15 2
(FD) in FH™™mP-~mice by crossing with a human FD knock-in Lesher AM et al, J Am Soc Nephrol (2013) Age (weeks old)
- m/mp-/- mi
mous.e (hFD). Unexpectedly, hFD-FHT™P™ mice not only _ | Higher C3 and C5 levels in hFD-FH™™P--than in FH™MP--mice
recapitulated the C3G phenotype but also developed a more Prophylactic (100% rescue) Therapeutic (50% rescue) o
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before 7 (instead of 12-14) weeks of age. In this study, we — w%  C5mAb _ £ S 601
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used this newly developed, rapidly progressing C3G mouse E = 5
model to test the therapeutic efficacy of an anti-mouse C5 2 >0 » 50- - u C3 R Pl
mAb and a bi-functional anti-mouse C5 mAb/mouse FH1-5 i g’gxfoﬁ > FHmm P hFD-FHmmP-:
fusion protein. hFD-FH™™P-- mice aged 3-6 weeks were 0 | | | o A 100
screened by proteinuria and only those that had developed 0 S 10 15 0 2 4 6 8 10 £ £ 8
3+ proteinuria/hematuria were enrolled in this therapeutic weeks of treatment weeks of treatment T o#l #2  #3 c
study. The C5 mAb-FH tested in this study is a murine 7P = 0.0002 (log-rank tesf) L S —— g 2
surrogate of KP104, a bi-functional complement inhibitor Williams AL et al, Kidney Int, 91(6): 1386-1397, 2017 L ——
under clinical development by Kira Pharmaceuticals. Please '
Vvisit poster/abstract #132, #126 for more details on KP104. . . . . . . . .

P @Y Anti-C5 mAb-FH is therapeutically more efficacious than anti-C5 mAb in hFD-FH™™P-- mice

&) Novel bi-functional complement inhibitor: _a Study Objective and Experimental Protocol _b ) Survival curves
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