Efficacy and Safety of Telitacicept in Patients with Generalized Myasthenia Gravis:
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Introduction " Results I« The proportion of patients with a more stringent level of improvements in MG-ADL or QMG score at
L . . . . . . . L . L . week 24 is shown in Figure 5.
* Telitacicept is a novel recombinant fusion protein constructed with the extracellular domain of TACI * 114 patients (demographics in Table 1) were randomized (telitacicept, n=57; placebo, n=57); 54 patients
and the Fc domain of human immunoglobulin (Ig) G1 (Figure 1). in the telitacicept arm and 52 patients in the placebo arm completed the study (Figure 3). /A Proportion of patients with different improvement in B Proportion of patients with different improvement in \
 Telitacicept inhibits B-cell activity by neutralizing B lymphocyte stimulator (BLyS) and a - Tel(i;lacsi;;ept P(ﬁcgl?o)o MG-ADL score (3-3) at week 24 QMG score (5-10) at week 24
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* |n generalized myasthenia gravis (QMG), B-cell produce autoantibodies targeting the acetylcholine N Sﬁ’;e, n (%) 30 (52.6) 21 (36.8) 2 . s0%  p000t § o- 2.0% p<0.001
receptor (AChR) and muscle-specific tyrosine kinase (MuSK), disrupting neuromuscular transmission, thaiel Female, n (%) 27 (47.4) 56(65.2) .. so%  p0001 § 6. £ 0% <0001
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* Telitacicept has shown efficacy and tolerability in a phase 2 study of patients with gMG. Class b, n (%) 14 (24.6) 9 (15.8) S 4 sow so%  p000t 2 g 51 5% 50%  0<0.001
Class llla, n (%) 25 (43.9) 23 (40.4) =
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= - = =g Discontinued treatment Discontinued treatment Baseline MG-ADL score, mean * SD 10.0 £ 2.60 9.9 £2.62 100% % o0 2% o 2% 100% % o0% 2% o 2%
Binding activities "'DNA Ny y oo e Baseline QMG score, mean + SD 17.9 + 3.43 18.8 + 3.65 RS TR e
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TACI - " (binds BLyS and APRIL) Cmp'jﬁjst;‘;atme”t Comp'jtﬁj;g;atme”t 'I?/Iﬁgi ?] ((0//‘(’))) 52 gg%f) 52 2265)5) Figure 5. Proportion of patients with different levels of improvement at week 24 of MG-ADL score (A) and QMG score (B), (FAS).
receptor v | Completed study Completed study Standa:rd-of-care therapy | | FAS=full analysis set; MG-ADL=Myasthenia Gravis-Activities of Daily Living; QMG=Quantitative Myasthenia Grauvis.
il ( _l ) Anticholinesterase inhibitors, n (%) 53 (93.0) 52 (91.2) ] _
I Steroids, n (%) 36 (63.2) 34 (59.6) Safety and immunological parameters
| RS (N=57) RS (N=57) Immunosuppressants, n (%) 34 (59.6) 34 (59.6) | _ |
'(:C domain %f humST g _ SS (N=57) SS (N=57) ) Table 1. Patient demographics. AChR=acetylcholine recepor: * The most frequently reported adverse event (AE) with telitacicept was IgM decrease (26.3%).
increases the stability MG-ADL=M - - s T 1 -
- =Myasthenia Gravis-Activities of Daily Living; MGFA=Myasthenia PR ) . : : 0
of the molecule) Figure 3. Patient disposition. EP=efficacy population; Gravis Foundation of America; MuSK=muscle-specific kinase; * The incidence of treatment emergent AEs was similar between the telitacicept group (86'0 /0) and
RS=randomized set; SS=safety set. QMG=Quantitative Myasthenia Gravis; SD=standard deviation. placebo group (82.5%).
®
\ J Primary endboint * |nfection-associated AEs are shown in Table 2; upper respiratory tract infection was the most common
Figure 1. Telitacicept mechanism of action. APRIL=a proliferation-inducing ligand; BAFF-R=B-cell activating factor receptor; ry P _ . . o . infectious AE reported In both treatment groups.
BCMA-=B-cell maturation antigen; BLyS=B lymphocyte stimulator; ECD=extracellular domain; lg=immunoglobulin; rDNA=recombinant DNA; * At week 24, change in MG-ADL was —6.4 for telitacicept and —1.6 for placebo (p<0.001); with missing | |
TACI=transmembrane activator and calcium modulator and cyclophilin ligand interactor. data imputed as non-response, Change in MG-ADL was —=5.74 and —0.91, respectively (p<()_()01) e Serious AEs are shown in Table 3.
_ _ (Figure 4A). * |njection site reactions were reported in 14.0% of the telitacicept group and 1.8% of the placebo group.
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* To assess efficacy and safety of telitacicept in a Chinese, phase 3, multicenter, randomized, * At week 24, change in QMG was —7.8 for telitacicept and —1.9 for placebo (p<0.001); with missing data (N=57) (N=57) (N=57) (N=57)
placebo-controlled study in patients with gMG. imputed as non-response, change in QMG was —8.66 and —2.27, respectively (p<0.001) (Figure 4B). n(%) Events n (%) Events n(%) Events n(%) Events
98.1% of telitacicept and 12.0% of placebo patients had 23-point reduction in MG-ADL (Figure 4C), _In]fections and 26 (456) 46  34(59.6) 50 Serious AEs 4 (7.0) 4 6 (10.5) /
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« Assessments: The primary endpoint was change in MG-ADL at week 24. Secondary endpoints o ' ! ! ! ! ' ' ! ! ! ! : : : : :
. nep y enap J! . . . Ty enap \_ O o P e : o Y e - A global phase 3 pivotal trial (RemeMG) is evaluating the efficacy and safety of
included change in QMG at week 24, the proportion of patients with 23-point reduction in MG-ADL, A on - MG-ADL from baseline (A}, ch 1 QMG from baseline (B) S A telitacicept in gMG in a diverse global patient population. The RemeMG study is
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and the proportion of patients with 25 point reduction in QMG. Safety ana |mmunologlcal parameters MG-ADL from base_line (C), propgrtion of patie_n.ts with 25-point.req|uction in QMG from baseline (D), (FAS). FAS=full analysis set; currently ongoing and recruiting patients.
were assessed. o MG-ADL=Myasthenia Gravis-Activities of Daily Living; QMG=Quantitative Myasthenia Grauvis. b
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