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Part A of the SKYLINE trial evaluated three molecules:
SPY001 (anti-a4B7), SPY002 (anti-TL1A), and SPY003 (anti-IL-23)

SPY001, SPY002, and SPY003 are monoclonal Antibodies are subject to SKYLINE is testing orthogonal MOAs rationally
antibodies engineered for potency & half-life extension ~ 9°9radation when internalized chosen based on attractive risk-benefit profiles

Optimized a4B7 .
potency B ;
YTE modification increases internal - . J
binding to FcRn, avoiding degradation A
T TL1A . 1% IL-23
Effector function A

silencing

YTE half-life

extension FcRn binding promotes recycling

of mAbs to circulation

ueg



SKYLINE is a two-part platform study, with Part B now enrolling

M skyuiNne

Part A: Open-label monotherapy evaluation (N = ~130)

UC mMS 5-9 INDUCTION MAINTENANCE

_ > SPY001 (a4B7)
Sequential
activation SPY002 (TL1A)

after Ph1
SPY003 (IL-23)

W12
]

Part B: PBO-controlled factorial combination evaluation (N = ~550)
INDUCTION

SPY001 (a4B7)
SPY002 (TL1A)

S SPY003 (IL-23)
Seamless SPY120 (a4B7+TL1A)
enrollment

after Part A SPY130 (a4p7+IL-23)
SPY230 (TL1A+IL-23)

UC mMS 5-9 MAINTENANCE

Target ~50:50 naive:experienced

Anti-a437 and anti-IL-23 failures
capped

W12
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Enroliment closed

Now enrolling



Today’s presentation describes Part A Week 12 induction results for
SPY001, SPY002, and SPY003

rﬂﬂ, SKYLINE Part A: Open label monotherapy evaluation Topline endpoints
Key Inclusion Criteria | INDUCTION PRIMARY
* Adults with moderately to severely active g 4 \voek |__Sffeff’ff’ 1 | | | | | |
SO mliE 92, 5 0 ) . 6 o 0 0 ARHI from baseline

= Rectal bleeding subscore =1

» Mayo endoscopic subscore = 2 @ @ /é;?

» Prednisone < 20mg/day, budesonide <

9mg/day, or beclomethasone < 5 mg/day, _ ------- SECONDARY -------
stable for 2 2 weeks before Day 1 SPY001 (a4p7)
= Fecal calprotectin = 250 pg/ % Clinical remission
ecal calprotectin ug/g SPY002 (TL1A) (
Key Exclusion Criteria SPY003 (IL-23)

= Failure of 4+ advanced therapy classes

= Failure of 2 or more of these classes: anti- Arm?. wetre opeﬁezlanfd enrolleg’ sequentially; if ;r(ijf;?ir%’t
il T a patient was eligiole ror more than one open
G4B7’ anti-TL1A, anti-IL-23 arm, they were randomized equally

% Endoscopic improvement

= Use of immunomodulators A modified Mayo Score

Arm enrollment |

meine SPY001 (a4B7 _
Incidence of treatment-
SPY002 (TL1A emergent adverse events
SPYO003 (IL-23)
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Baseline characteristics were consistent with expectations

SPY001 (a4p7) SPY002 (TL1A) SPY003 (IL-23)

43/ 41" 48 472 4444
44 45 42
28 42 39
76 74 74
Duration of UC (years, mean) 4.5 7.0 71
RHI (mean * SD) 15.6 + 8.6 16.9+ 8.5 17.2+8.3
Baseline mMS (mean % SD) 6.8+ 1.1 6.9+1.0 6.9+1.2
Mayo Endoscopy Score (MES) (n, %)
2 19 (44%) 21 (44%) 18 (41%)
3 24 (56%) 27 (56%) 26 (59%)
Fecal calprotectin (mg/kg, median (IQR)) 2123 (759-4570) 1152 (629-2772) 3179 (1089-7614)
Concomitant corticosteroid use (n, %) 18 (42%) 20 (42%) 19 (43%)
Number of prior advanced therapy
classes (n, %)
Naive 35 (81%) 31 (65%) 26 (59%)
1 7 (16%) 12 (25%) 9 (20%)
>2 1 (2%) 5 (10%) 9 (20%)
:’nr,ic:/:)anti-lL-1 2/23 or anti-IL-23 exposure 1(2.3%) 4 (8.3%) 5 (11.4%)
Prior JAK inhibitor exposure (n, %) 2 (4.7%) 2 (4.2%) 6 (13.6%)
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SKYLINE Part A Week 12 primary and secondary endpoints
SPY001 (anti-a47)

Primary endpoint Secondary endpoints
. % with clinical remission at % with endoscopic Mean modified Mayo Score at NP SPY001
Mean ARHI at W12 from baseline W12 improvement at W12 baseline and at W12 sasel
p <0.0001
-14 60 10
-12 0
-10 6.8
40 7
-8 6
30 5
_6 4 v
4 ? (TS/Z) ° |
-9 10 2
1
n=43
0 0 0
SPY001 SPY001 SPYO001 SPYO001
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SKYLINE Part A Week 12 primary and secondary endpoints
SPY002 (anti-TL1A)

Primary endpoint Secondary endpoints
Mean ARHI at W12 f baseli % with clinical remission at % with endoscopic Mean modified Mayo Score at Saceline
ean a rom basefine W12 improvement at W12 baseline and at W12 (=)
p <0.0001
-14 60 10
-12 9
50 8 6,—.—9 @
_1 0 .
40 7
-8 6
30 5
_6 4 v
20 42% :
—4 (20/48) 3
2
) 10
1
n=48
0 0 0
SPY002 SPY002 SPY002 SPY002
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SKYLINE Part A Week 12 primary and secondary endpoints
SPY003 (anti-IL-23)

Primary endpoint Secondary endpoints
. % with clinical remission at % with endoscopic Mean modified Mayo Score at Pl spyoos
Mean ARHI at W12 from baseline W12 improvement at W12 baseline and at W12 sasel
p <0.0001
-14 60 10
-12 9
_1 0 .
40 7
-8 6
30 5 J
-6 4
20
- 3
4 30% ;
-2 10 20% (13/44)
(9/44) 1 s
0 0 0
SPY003 SPY003 SPY003 SPY003

Source: Data on file. Primary endpoint of ARHI was analyzed using the per-protocol analysis set and t-test was applied to test against the null hypothesis of ARHI =0 (N=44). Secondary endpoints including Clinical Remission and
Endoscopic Improvement were analyzed using the full analysis set (N=44); participants with missing W12 data were imputed as non-responders. 2 Change from baseline calculated in participants with both baseline and W12
ueg assessments (n=42). Clinical remission: SF <1, RB = 0, ES < 1, endoscopic improvement: ES < 1. ES, endoscopic subscore; RB, rectal bleeding; RHI, Robarts Histopathology Index; SF, stool frequency; W12, Week 12. 9



SKYLINE Part A exploratory endpoints for SPY001, SPY002,
and SPY003 over time during ITP

Partial Mayo score (A £ 95% ClI) Fecal calprotectin (fold A £ 95% CI)
1.00
0.75 A
0.50 A
0.25 A
T Wo W2 W4 W6 w8 W12 W0 W6 W12
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SPY001, SPY002, and SPY003 were well tolerated during ITP

Subjects with any Treatment-
Emergent Adverse Event (n, %)

SPY001 (a4f7), N=43

SPY002 (TL1A), N = 48

SPY003 (IL-23), N = 44

Severe (Grade = 3) AE

Drug-Related AE

AE Leading to Drug
Discontinuation

Serious Adverse Event (SAE)
Drug-Related SAE
AEs of Special Interest

Death

6 (14%) 20 (41.7%) 19 (43.2%)
1(2%)" 2 (4.2%)2 5 (11.4%)5
0 3 (6.3%)3 1(2.3%)6
0 2 (4.2%)* 0
1(2%)! 2 (4.2%)2 3 (6.8%)
0 0 0
0 0 0
0 0 0

TEAESs in 22 patients (n, %)

Back pain (2, 4.7%)

Arthralgia (2, 4.2%), hypertension (3, 6.3%),
nausea (2, 4.2%), ulcerative colitis (2, 4.2%),
viral respiratory tract infection (2, 4.2%)

Arthralgia (2, 4.5%), nasopharyngitis (2,

4.5%), urinary tract infection (2, 4.5%)
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Conclusions

« Efficacy

« SPYO001, SPY002, and SPY003 each met the primary endpoint with statistically significant reductions from
baseline at Week 12 in Robart’s Histopathology Index (RHI) score

* Participants receiving SPY001, SPY002, or SPY003 experienced meaningful clinical remission and
endoscopic improvement outcomes

« Safety

« SPY001, SPY002, and SPY003 were each well tolerated with safety profiles consistent with the o437, TL1A,
and IL-23 mADb classes, respectively

« SKYLINE Part B with 3 investigational monotherapies and 3 combinations (actively enrolling

« SPY120 (anti-a4b7 & anti-TL1A)
«  SPY130 (anti-a4b7 & anti-IL-23)
« SPY230 (anti-TL1A & anti-IL-23)
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