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Objective

* To report the impact of dapirolizumab pegol (DZP) on moderate flare
outcomes in patients with systemic lupus erythematosus (SLE) in the
phase 3 PHOENYCS GO trial, and explore alternative definitions of
moderate flares to more accurately estimate flare frequency.

Background

* Flaresin SLE, referring to relapses in disease, can be identified by worsening or new onset manifestations.’

— Severe British Isles Lupus Assessment Group (BILAG)-2004 flares are defined as worsening or
new onset severe symptoms in any organ system, and moderate BILAG-2004 flares are defined as
worsening or new onset moderate symptoms across at least two organ systems.!

 The accurate reporting of moderate flares in SLE clinical trials continues to be a challenge, and their
frequency may be underestimated due to their evaluation over a single time interval.

— Moderate flare definitions that require >2 new BILAG-2004 Grade Bs within a single time interval may
fail to capture flares which evolve sequentially across distinct time intervals. Therefore, definitions
which integrate symptoms reported across multiple time intervals may more accurately reflect
observations in clinical practice.

e DZPis a novel CD40L inhibitor with broad modulatory effects on SLE immunopathology;?3 it consists of a
polyethylene glycol (PEG)-conjugated antigen-binding fragment (Fab’), which lacks an Fc domain.

 Inthe phase 3 PHOENYCS GO trial (NCT04294667), the primary endpoint was met; DZP plus standard
of care (DZP+SOC) resulted in a significantly higher rate of BILAG-based Composite Lupus Assessment
(BICLA) response versus placebo (PBO)+SOC at Week 48 (Figure 1), alongside improvements in other
clinical measures.*

- Through Week 48, a lower proportion of patients receiving DZP+SOC versus PBO+SOC experienced
severe BILAG-2004 flares (11.6% versus 23.4%; nominal p=0.0257).4

Methods

e PHOENYCS GO, a 48-week, randomized, double-blind, PBO-controlled trial, included patients
aged =16 years with moderate-to-severe, active SLE characterized by persistently active or frequently
flaring/relapsing-remitting disease activity despite stable SOC medication (antimalarials, glucocorticoids,
and/or immunosuppressants). Patients were randomized 2:1 to intravenous DZP 24 mg/kg+SOC or
PBO+SOC every 4 weeks.

e Cumulative occurrence of moderate BILAG-2004 flares through Week 48 are reported, using pre-specified
and alternative post hoc definitions (Figure 2).

— Alternative definitions were applied to assess moderate BILAG-2004 flares across consecutive
study visits.

 Time to moderate/severe BILAG-2004 flares is also reported, using the pre-specified and alternative
post hoc definitions of moderate flares.

— Severe flares were defined using the pre-specified definition as >1 BILAG-2004 Grade A due to a
new/worse individual item(s) at a single visit.

Results

* QOverall, 85.4% (182/213) of patients randomized to DZP+SOC and 79.6% (86/108) randomized to
PBO+SOC completed PHOENYCS GO on treatment through Week 48.

* Baseline characteristics were typical for a moderate-to-severe SLE population (full analysis set;
DZP+SOC: n=208; PBO+SOC: n=107; Table 1).

* Applying alternative definitions to capture moderate BILAG-2004 flares led to greater identification
of moderate flares in patients receiving PBO+SOC, while identification in patients receiving DZP+SOC
remained similar (Figure 3 and 4).

- By all definitions, fewer patients receiving DZP+SOC had moderate BILAG-2004 flares through Week 48
versus patients receiving PBO+SOC.

 Asimilar trend was observed for moderate/severe BILAG-2004 flares through Week 48, and time to
moderate/severe BILAG-2004 flares was longer for patients receiving DZP+SOC versus PBO+SOC by
all definitions (Table 2).

Conclusions

Applying alternative definitions of moderate BILAG-2004
flares, which considered symptoms reported across multiple
time intervals, led to greater identification of moderate flares
in patients receiving PBO+SOC. The identification of moderate
flares remained similar in patients receiving DZP+SOC with
the alternative definitions, and was lower compared with
patients receiving PBO+SOC.

These results suggest a need to re-evaluate how flares are
identified in SLE clinical trials. The alternative definitions of
moderate BILAG-2004 flares, which considered the worsening or
new onset of SLE manifestations across multiple intervals, may
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better reflect clinical reality than the pre-specified definition.
Figure 1 Primary endpoint: BICLA response at Week 484
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Full analysis set; NRI. Data previously presented.*

Figure 2  Pre-specified and alternative definitions of moderate
BILAG-2004 flares
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Figure 3
A) Pre-specified definition: >2 BILAG-2004 Grade Bs due

to new/worse individual items in different organ systems

at the same visit

—&—- D/ZP+50C (n=208) —@— PBO+5S0C (n=107)

40 -

35

30

25

20 -

15

Cumulative patients with 21 flare
up to and including each visit (%)

O I I I [ [ [ [ [

20.6

0 8 12 16 20 24 28 32 36
Week

40

44

48

Cumulative patients with moderate BILAG-2004 flares across definitions
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Full analysis set; OC. Pre-specified high levels of escape treatment were counted as flares; lower levels of escape treatment were not counted as flares and observed data after escape treatment was used to determine flare status.

Table 1 Baseline demographics and disease characteristics
DZP+SOC PBO+SOC
n=208 n=107
Age, years, mean (SD) 43.5(12.3) 41.5 (12.4)
Female, n (%) 193 (92.8) 100 (93.5)
Time since first diagnosis of SLE, years, mean (SD) 10.1 (7.9) 9.8 (8.5)
Concomitant SLE medications, n (%) 208 (100.0) 107 (100.0)
Antimalarials 166 (79.8) 91 (85.0)
Systemic glucocorticoids 171 (82.2) 87 (81.3)
Immunosuppressants 129 (62.0) 70 (65.4)
Glucocorticoid dose >7.5 mg/day, n (%) 105 (50.5) 51 (47.7)
Glucocorticoid dose, mg/day, mean (SD) 7.9 (5.9) 9.6 (8.1)
SLEDAI-2K, mean (SD) 10.7 (3.5) 11.2 (3.4)
SLEDAI-2K 210, n (%) 140 (67.3) 79 (73.8)
BILAG-2004 total score, mean (SD) 18.4 (4.0) 18.7 (4.4)

Full analysis set.

BICLA: BILAG-based Composite Lupus Assessment; BILAG: British Isles Lupus Assessment Group; DZP: dapirolizumab pegol; Fab': antigen binding fragment; NRI: non-responder imputation; OC: observed case; PBO: placebo; PEG: polyethylene glycol; SD: standard deviation; SLE: systemic lupus erythematosus; SLEDAI-2K: SLE Disease Activity Index 2000; SOC: standard of care.
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Table 2 Time to moderate/severe BILAG-2004 flares across
definitions through Week 48
Pre-specified Alternative Alternative
definition definition 1 definition 2
DZP+SOC PBO+SOC DZP+SOC PBO+SOC DZP+SOC PBO+SOC
n=208 n=107 n=208 n=107 n=208 n=107
Patients
with moderate/ | 50 103 | 31000) | 42202 | 38355 | 43(207) | 42(39.3)
severe flares,
n (%)
Time to
moderate/
severe flare, Not 36.1° Not 29.1b Not 28.1°
reached? reached? reached?
weeks,
25" percentile
p-valuec 0.0228 0.0027 0.0004

Full analysis set. [a] <25% of patients had a flare through Week 48. [b] 25% of patients had experienced a flare by the time

point specified. [c] Differences in survival distributions between DZP+SOC and PBO+SOC were analyzed using the stratified log-rank
statistic, adjusted for stratification factors. Patients who did not experience an event by Week 48 or the early termination visit were
censored at the last assessment date, or Day 336, whichever came first.
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