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Introduction CLYM116 demonstrated potent, pH-dependent binding to APRIL, blocked APRIL-BCMA/TACI interactions, and generally avoided HMW complex formation in vitro
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Binding affinity of CLYM116 and comparator mAbs to human APRIL was evaluated using surface plasmon resonance (SPR) by measuring Inhibition of APRIL binding to TACI/BCMA was measured by competition ELISA using recombinant APRIL + zigakibart 8% 12% 77% - room temperature for 1 hour at ~1:3 molar ratio, and
the association rate constant ka (1/Ms), dissociation rate constant kd (1/s), and calculation of the affinity constant KD (Kd/Ka, M). human APRIL and the soluble extracellular domain of human APRIL receptors TACI or BCMA. Anticipated MW of a 1:1 stoichiometry of mAb bound to trimeric APRIL is ~200 kDa (~150kDa + ~50kDa) changes in aggregation were analyzed by SEC-HPLC.

CLYM116 showed enhanced APRIL elimination CLYM116 demonstrated a ~2-3 fold longer half-life vs. sibeprenlimab and deep and durable Similar magnitude of IgA suppression and

and antibody recycling in mouse models suppression of APRIL and IgA after a single, subcutaneous administration to nonhuman primates (NHPs) favorable tolerability in NHP toxicology study
In vivo APRIL degradation assay (top) and antibody CLYM116 showed high bioavailability (~85%) and a ~2-3x CLYM116 deeply suppressed IgA production with a longer duration of effect CLYM116 showed deep and durable IgA
exposure assay (bottom) support potential for longer half-life vs. sibeprenlimab across doses than sibeprenlimab, consistent with CLYM116’s longer half-life suppression through the recovery period
enhanced APRIL elimination and antibody recycling ”
20—
through sweeper mechanism of action
10— ©® CLYM116, 6 mg/kg 8- sibeprenlimab, 6 mg/kg
(D) © CLYM116, 30mg/kg =} sibeprenlimab, 30 mg/kg
APRIL Degradation Assay CLYM116 sibeprenlimab s o
+l l. . g
80— @ CLYM116 E. [ -g
- -8~ Zigakibart Tmax (h) 48 36 24 24 _GE’ -20 é’
'-% 70— -®- Sibeprenlimab E d:;
‘ggso C.., (ug/mL) 95.8 558 68.4 383 2 =307 @
5 % 607 S @
g AUC £ 4o :
2 § 50- N INF 44,400 321,000 18,200 126,000 2 = D ’
gf (Ilg h/ml—) g 50 S €@ Vehicle Control NE"
§ ?E,, 40- > _‘E’ -60 £ 10 mg/kg/dose Y \;‘:
28 t, (days) 19.5 24.2 7.5 8.4 < - . S & 100 mgkgidose \\ =
g 30- _, <m ":\“, 2—’;;7 S
-70- - -80- \/
20-
-80 | I I I | | | | 90 | | | | | | | | | | | | | |
é 4|. é ~ ~ o o & S = - N N ™ < 0 0 © ~ ~ ©
Hours After Human APRIL Administration Study Day Study Day
CLYM116 demonstrated robust and durable
Antibody Exposure Assay free APRIL suppression CLYM116 showed suppression of IgM and modest suppression of IgG
300 ;  CLYM116 100 mg/kg cohort observed through the
= E : :
: s o Change in APRIL Concentrations over Time 1M G extended recovery period demonstrated sustained IgA
g 1004 B it - e PP suppression (>70% from baseline) through Day 183
E g ) pp (>70% ) gh Day
4 el @ CLYM116, 6 mg/kg T — @ CLYM116 - 6 mg/kg, SC W sibeprenlimab- 6 mg/kg, SC
?En ‘\\ : T~ . 20 & CLYM116, 30mg/kg B 20+ & CLYM116 - 30mglkg, SC 4 sibeprenlimab - 30 mg/kg, SC 20+
= 30+ o ) ) 10 - sibeprenlimab, 6 mg/k T = =
.§ s ST § ________________ g S o = sibegrenlimab, 30 nilg/ig » +—-H]1 ‘I-IEA 10- é 109 ,«”
£ P u B T ¢ + Ho M- ope
5 o N, % ga -0- ; 5 & M- Favorable tolerability observed
5 | w0 = = \ - LN
S 8 N T T e £2 -20- - e 107 il . NN A 74 g N/ : . .
5 £ %* S % S5 g E < g in multiple NHP studies
2 x /¢ CLYM116 + APRIL S's 3 3 -20- oLl s .
< 3 %. 4 sibeprenlimab E'g 404 2 cg 30- . o \‘./’ . . . .
E 5 [ sibepreniimab + APRIL g £ 50 g g ' * No local tolerance issues identified on histopathology
& 2 @ zigakibart EX  _60- “g’, "g’,-4o- o ] ]
- i . ——O zigakbart + APRIL 52 : g s @ CLYM116-6 mgkg, SC B sbepreniimab. & mgkg, SC * No CLYM116-related toxicity findings
N g .y 3 bostd B B S ° :’\o =07 & CLYM116 - 30mglkg, SC 4 sibeprenlimab - 30 mg/kg, SC
ours Post-Dose 2 -80- = o
K= k=) -60—
-90-
-100- 70
APRIL degradation assay (top): Wild type C57BL/6 mice were administered 10 mg/kg antibody . . | | | | | | | | | | | | | | | S N Toxicity study in nonhuman primates, 10-14 animals per cohort, subcutaneous dosing on
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(bottom): Humanized FcRn transgenic mice were administered 10 mg/kg antibody SC at time 0 and Study Day Study Day Study Day animals in the control and 100 mg/kg cohort were observed through an extended 6-month
human 15 mg/kg APRIL SC at 48 hours. Data from a head-to-head study in nonhuman primates, 4-6 animals per cohort, single subcutaneous administration. Confirmed ADA+ animals were excluded from the analysis. recovery period. Confirmed ADA+ animals were excluded from the analysis.

CONCLUSIONS

Zigakibart and sibeprenlimab analogs were generated by Mabworks using published sequences interpretation and analysis provided by Edgar Charles, MD, Perrin Wilson, PhD, and Paul Tarantino, PhD of InfO@CIImbeO'Com - \
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