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RATIONALE & METHODS INTEGRIS-IPF STUDY RESULTS

- Biomarkers of early therapeutic response are needed to inform  INTEGRIS-IPF, a Phase 2a clinical trial evaluating bexotegrast in * Areduction in change from baseline for plasma levels of AGER, HGF, ITGB6, MMP10, PLAUR, SCGB3A2, and SPON1, seven biomarkers
clinical decision making and improve efficiency of clinical trials in participants with IPF (Fig 1A), previously showed a significant reduction previously shown to predict outcome in ILD*, was observed in participants receiving bexotegrast (160 and 320 mg QD) vs placebo (Figure 3).
interstitial lung disease (ILD) iIn FVC decline (Fig 1B) in participants treated with bexotegrast vs Statistical significance (320 mg QD vs placebo; p < 0.05) for each of these proteins was confirmed by MMRM analysis (data not presented).

placebo (320 mg QD vs placebo data shown here)?3.

AGER SCGB3A2 ITGB6 MMP10

N
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progression of ILD at one year as defined by death, lung transplant or A
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Table 1: Plasma biomarkers predicting ILD progression at one year '“\
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Protein ID Name Protein ID Name Placebo (n=31) Placebo (n=8)

advanced glycc?s-ylatlon end- KRT19 keratin 19 | | |
product specific receptor Bexotegrast 40 mg (n=22)
plasminogen activator,

ANGPTL4 angiopoietin like 4 MMP10 matrix metallopeptidase 10
Bexotegrast 80 mg (n=23) E
urokinase receptor

DPP10 dipeptidyl peptidase like 10 PRSSS serine protease 8 Bexotegrast 160 mg (n=22)

i secretoglobin family 3A
FASLG Fas ligand SCGB3A2 s Bexotegrast 320 mg (n=21) Bex°te(9n’:1$;)320 mg

FCAR Fc alpha receptor SPON1 Spondin 1 Stratified for the use of nintedanibéor pirfenidone

AGER

CXCL17 C-X-C motif chemokine ligand 17 PLAUR
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Figure 3. Mean percent change from baseline
for plasma levels of AGER, HGF, ITGBG,
MMP10, PLAUR, SCGB3A2, and SPON1
plotted at 4 and 12 weeks by treatment group
Percent changes calculated from protein
expression units. Full protein names listed in
Table 1. SE, standard error
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HGF hepatocyte growth factor TGFA
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: : : : : Exploratory biomarker analysis performed
Here we assessed longitudinal changes in these biomarkers in at baseline, week 4 and week 12

participants with idiopathic pulmonary fibrosis (IPF) receiving . Cross-sectional pairwise
nexotegrast (PLN-74809), to investigate their potential for detection comparison of all proteins
of therapeutic response. Bexotegrast is an oral, once dalily, dual-
selective inhibitor of TGF-B-activating integrins a,,8, and a,[3; shown
to reduce FVC decline in participants with IPF over 12 weeks?.

Plasma samples from INTEGRIS-IPF (NCT04396756) collected at

Baseline (Week 0) Week 4 Week 12
was performed between Bexotegrast 320 mg vs Placebo Bexotegrast 320 mg vs Placebo Bexotegrast 320 mg vs Placebo
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bexotegrast compared with placebo. and plaCGbO at baseline, 4
FVC change from Baseline analyzed

in efficacy mITT population by wee kS and 12 WeekS ! | :
MMRM. *p<0.05 vs. placebo; | A.GERE

baseline, Week 4 and Week 12 were analyzed using the Olink o
e Bexotegrast 320 mg *p<0.01 vs. placebo; FVC, forced A downward shift in the , , , | o
vital capacity; LS, least squares; | 5 e 5 A6 |

Explore 384 Inflammation panel. Mixed effects model for repeated ority of ol ol
measures (MMRM) and pairwise comparisons were used to identify —*— Placebo MITT, modified intent-to-treat; SE. majority of plasma protein | .i
. . . . . | levels was observed at 4 ; | ey
differences In protein expression across time between bexotegrast- 0 . g : : :
reated and placeb and 12 weeks relative to _ o _ " owef _ I
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M EC HA N I S M O F A CT I O N O F B EXOTEG RA ST I N I P F bexotegrast VS placebo (Flg 2) Figure 4. Cross-sectional pairwise comparison of plasma ] SCGB3A2 | C DP|J1%;EEQ:?-F7C ] KR;L%%SEL-%‘J& 10.
- protein levels between participants receiving 320 mg QD . SPON]1 . . | ANGPTL4 . . "+17C>lFCJ"\,h
bexotegrast or placebo was performed at (A) baseline, (B) -1 0 1 - 0 - 0
0.2+ 4 weeks and (C) 12 weeks. 365 proteins passing QC Log, fold change Log, fold change Log, fold change
were included in the analysis.17 protein biomarkers
previously shown to predict 1 year outcome in ILD (see
Table 1) highlighted in red (details regarding additional :
proteins to be reported separately). Proteins with log2 fold “ abs(log2FC) >0.25 abs(log2FC) <0.25 @ Table 1 Biomarkers
change > 0.25 indicated in green.
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CONCLUSIONS

1 CIBROSIS | 4 weeks 12 weeks » Seven previously identified plasma biomarkers of ILD progression (AGER, HGF, ITGB6, MMP10, PLAUR,
—— —_ P < ‘ Figure 2: Change from Baseline to Week 12 for exploratory endpoint plasma ITGB6 analyzed in the pharmacodynamic SCG BBAZ’ and SPONl) were aISO found to be Slgnlflcantly modulated In partICIpantS Wlth IF)F reCeIVIng

COL1A1 . SRR SRANSR analysis population by MMRM. *p<0.05 vs. placebo; **p<0.01 vs. placebo; ****p<0.0001 vs. placebo; ITGBG6, integrin

COL3AL -» ¥ | ¢ e beta-6; LS, least squares; mITT, modified intent-to-treat; SE, standard error bexoteg rast over 12 vwee kS

TIMP1

« Bexotegrast, a dual inhibitor of S o oaF . . .
J CCN2 Vilaw My Post-hoc analyses of the additional plasma proteins measured by the Olink

Isnjgﬁeré?z ﬁﬁae asrtlggo(;vgi/;fug:i) o TGB6 Explore 384 inflammation panel used to prospectively assess [TGB6 levels, * Future analyses of plasma biomarkers are planned in the enrolling Phase 2b BEACON-IPF study

the BEACON-IPF study. Including 16 additional biomarkers of ILD progression, are presented here. (NCTO6097260) to better understand their pOtentiaI Uti”ty for early detection of therapeu“c response.
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