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BACKGROUND RESULTS

* Giant Cell Arteritis (GCA) is a type of large vessel vasculitis that can cause blindness and aortic *  GM-CSF and GM-CSF-Ra. mRNA expression as detected by qRT-PCR was elevated in fresh Transcriptomic analysis showed elevated mRNA expression of genes associated with GM- * In contrast, mRNA expression of T,;17 associated-genes and CS-responsive genes (IL17A,
aneurysms? GCA arteries compared to controls (Figure 2A) CSF-Ra pathway such as STATS and transcription factor PU.1 and downstream inflammatory IL23A) was lower than expected in GCA biopsies suggesting patients may have been
* Asignificant unmet medical need remains in GCA, as current treatment options are limited * Ex vivo cultures of fresh GCA and control artery samples demonstrated increased mRNA cell types such as CD83 and HLA-DRA in GCA arteries compared to controls as examined by treated with CS prior to biopsy (T,17 cells particularly sensitive to CS®°) (Figure 4)
- Relapse increases corticosteroids (CS) exposure and toxicity expression of GM-CSF-Ra pathway-associated genes such as GM-CSF and PU.1 and NS and RS (Figure 2C-2F) - Increase in GM-CSF pathway signature in biopsies of potentially CS-treated patients
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Tocilizumab blockade of IL-6R significantly reduces relapses; however, “45% of patients in the GIACTA immune cell infiltration, activation and inflammation-associated genes such as CD3k, * Increased GM-CSF protein in GCA arteries compared to control arteries where GM-CSF could suggest GM-CSF pathway in GCA pathology is less affected by CS and indicates
trial did not achieve a sustained remission following weekly or bi-weekly tocilizumab dosing for 52 wks? ) ] ) . . . . . .
. ) CD83, HLA-DRA and TNFa (Figure 2B) protein was not detected further demonstrated presence of this pathway in GCA (Figure 2G) potential therapeutic opportunity in GCA independent of CS
* Macrophages/dendritic cells (DCs) and T helper (T,1/T,,17) lymphocytes are major i ) ) i R . : . | ¢ . ith " b q .
contributing cell types in GCA pathogenesis? *  mRNA expression of T,1 associated genes was increased in GCA biopsies compared to Treatment of ex vivo cultures of GCA arteries with mavrilimumab suppressed expression
. G | h | imulating f GM-CS ib GC Figure 2: GCA arteries exhibit increased expression of genes associated with GM-CSF-Ra pathway and downstream cell control, consistent with previously published® data showing increased presence of T1 cells of these genes indicating the biological effect of mavrilimumab on genes relevant to GCA
ranu ocytg-macrop ag_e colony St_lmu ating factor M__ F) may Con_trl Ute_ to i A types (mRNA and protein) which indicates activation of GM-CSF-Ra pathway in disease relevant tissue regions of GCA in GCA (Figure 3) pathophysiology (Figure 5)
pathogenesis by promoting the actions of key cell types involved by stimulating giant cell [ control
formation3*4 Figure 2A. Fresh TAB Figure 2B. Cultured fresh TAB Figure 2C. RNAScope T o . B cca Figure 5 — Mavrilimumab suppresses the increased expression of genes associated with immune cell
- GM-CSF produced primarily by CD4* T helper T,1 and T,;17 cells can stimulate conventional DCs and 1805 H H H infiltration, inflammation and GM-CSF pathway in cultured GCA arteries
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* Mavrilimumab (KPL-301), a human monoclonal antibody targeting the GM-CSF receptor Contre! . Control GCA Control  GCA Control  GCA Control GCA Control  GCA Control  GCA : § g g | > g PBO Mavi  PBO Mawi  PBO Mawi  PBO Mawi  PBO Mavii  PBO Mavi
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* To examine expression of GM-CSF cytokine and receptor in GCA arteries compared to Control Control Control ~ ) o )
control arteries at the mRNA and protein level " - = _~. _ e e e an i * Increased GM-CSF and T,,1 pathway transcriptomic signatures were observed in GCA
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arteries compared to control arteries “ e G i A 3y e TR ACS, SN §m i ' ﬁ l i *  GM-CSF protein expression in GCA biopsies is consistent with increased transcriptomic
§ ; 3 y ¥ S l/r' S Vo - NN = % 1 1 . .
- . . . X T g IR . : Lefy 2N N 5 ? o s _ signature
° o i Ll S SN bod =¥ ; ;",I/ Fie L 1)U / \’“\ \\ \ : = 30 : H H H H H 1 1 1 1
'écz:'zﬂeasure tl';e effect of mavrilimumab on genes relevant to GCA pathophysiology in ex vivo S MR R o s, . ® =, M S T 5 \‘\%‘ N = ‘ * Increased expression of genes associated with immune cell infiltration, inflammation, and
artery cultures e ey w0 NCE Tt ‘| PewicS R N EEX R N : GM-CSF-Ra pathway signaling in cultured GCA arteries is suppressed by mavrilimumab
METHODS j ' s Tt \\ \ '\ “G“;’j;s‘j”‘ :;“;"‘;‘F:f" s °"""j — °°“"C";af“ * These data implicate the GM-CSF pathway in GCA pathophysiology and support
o Bt e ' : T gt SOREE AY Rl U N confidence in rationale for targeting the GM-CSF pathway in GCA (Figure 6)
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« RNA from fresh human GCA and control temporal artery biopsies (TAB) (n=10 each) was T o A A I .o
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expression of multiple genes in commercially sourced FFPE sections of GCA (n=18) and

control (n=5 for RS + 5 for NS) TAB (Figure 1) Table 1: RS Score Cell Nucleus (Blue); Indicated target (Red) CD4+ T cell
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permeski= of amplifirsan Figure 2G. Immunohistochemistry Figure 4: mRNA expression of multiple genes associated with T,17 was lower than expected in GCA arteries potentially due to CS treatment of contributing patients
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