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SUSTAINABLY REDUCES TRANSFORMING GROWTH FACTOR-BETA (TGF-B) ACTIVITY IN THE LUNGS OF HEALTHY PARTICIPANTS WITH
ONCE-DAILY DOSING

Cosgrove G, Decaris M, Wong S, Park E,” Turner S, Adegbite E,” Lefebvre E

Pliant Therapeutics, Inc., South San Francisco, CA, USA

Research supported by Pliant Therapeutics, Inc.

Authors’ relevant interests: All authors were employed by Pliant Therapeutics, Inc., and owned stock at the time of the study. ‘Former employees; did not contribute to poster development Poster no.

BACKGROUND Figure 1. Integrins a 3, and a 3, play crucial roles in TGF-@ activation Figure 4. Dose- and concentration-dependent reduction in TGF-f signaling - Safety assessments included open-ended adverse event inquiry, physical examination with
associated with the formation of fibrotic lung tissue in patients with IPF following treatment with PLN-74809 at 80 mg and 160 mg QD support vital signs, clinical chemistry, hematology, and 12-lead electrocardiogram

* Integrins a8, and a,B, are cell-surface proteins that regulate activation of PK/PD relationship + Plasma pharmacokinetic parameters were computed from the individual plasma concentrations
transforming growth factor-beta (TGF-3) signaling in the fibrotic human lung sronchoalveolar lavage for biomarker assessment Alveolar macrophages are sensitive to TGF-B signaling Mean PK/PD response of PLN-74809 using a non-compartmental approach

— Integrins a,3, on lung epithelial cells and a,B8, on lung fibroblasts activate latent TGF-( signaling, + Exploratory objectives included measurement of changes in differential cell count in
resulting in SMAD?2/3 phosphorylation' | : —®- PLN-7480980mgQD  —@- PLN-74809 160 mg QD bronchoalveolar lavage fluid following dosing of PLN-74809 for 7 days

Extracellular matrix

- Elevated levels of integrins a 3, and a3, are detectable in the lungs of patients with S S

interstitial lung disease compared with healthy participants® XS B

avB6/avB1

— High levels of integrin a3, detected within lung tissue biopsies® and plasma’ are predictors of | | o a0
worse survival rates for patients with interstitial lung disease W

PLN-74809 is an oral, once-daily, dual-selective inhibitor of a 3, and a 3, integrins in development
for the treatment of idiopathic pulmonary fibrosis, with orphan drug designation granted by the
United States Food and Drug Administration®

| ocalized TGF-B inhibition in the fibrotic lung, achieved by targeting a, 3, and a 3,, integrins with post-dose by
PLN-74809, may provide a novel approach for treating idiopathic pulmonary fibrosis, without

PP - - - « 471.2% and 36.6%, respectively (80 m
a feCtl N g TG F_B S| g na l IN g SyStem ICa l |y IPF, idiopathic pulmonary fibrosis; SMAD, family of proteins similar to the gene products of the Drosophila gene ‘'mothers against decapentaplegic’ . ) y ( g)
(Mad) and the C. elegans gene Sma; TGF-, transforming growth factor-beta; TGFBR, TGF- receptor 1 . 578% and 53.2%’ res peC'Uvely (1 60 mg)

» The PLN-74809-P1-03 study previously demonstrated significantly reduced TGF-3 signaling 6 hours :
Baseline 0 6 12 - At 24 hours post-dose (Day 7), the reductions in pSMAD?2/SMAD?2 ratio for PLN-74809 80 mg and

nost-dose after 7 days (40 mg once daily; p<0.05)° (Day -1) .
. . . . . . | Time (hours) 160 mg were statistically significant compared with placebo (p<0.0001 for both comparisons
n lung tissue explanted from patients with idiopathic pulmonary fibrosis (precision-cut lung slices), Figure 2. PLN-74809-109 (Part 1) study design (Day 7) reﬂectig\J/e of sustained reydugtion - TGF—Bpactivation E)Figure B(E) P )

P.N-74809 significantly reduced COLTAT mRNA expression when tested alone (42%; p<0.001),

Wh||e ﬂiﬂtedaﬂib aﬂd pil’feﬂidOﬂe a|Oﬂe had NO effeCt on COL7A7 eXpI’eSSiOH Wheﬂ teSted at o} phosplhorylatioln; PD, pharmacodynamic; PK, phalrmacokinetic; QD, once daily; SMAD, family of proteins similar to the gene products of the ) ASSessment Of pharmaCOk|net|CS/pharmaCOdynam|CS fO”meg treatment W|th PLN'74809 |
their approximate C|iﬂica| maXimum Obsel’ved dl’ug COﬂC@ﬂtratiOn (Cmax) |eve|8 Of 75 ﬂ|\/| and Randomization 1:1:1 (active:placebo) Drosophila gene ‘'mothers against decapentaplegic' (Mad) and the C. elegans gene Sma; TGF-83, transforming growth factor-beta (80 mg or 160 mg) for 7 dayS demonstrated ) dose_ and Concentratlon_dependent re|atIOﬂShIp

RESULTS

Reduced pSMAD2/SMAD?2 ratios were observed at 6 and 24 hours following the final dose of
PLN-74809 on Day 7, indicating that once-daily dosing with PLN-74809 (80 mg or 160 mg) led to
dose- and concentration-dependent inhibition of TGF-B signaling (Figure 3a)

— Compared with baseline, PLN-/74809 reduced pSMAD2/SMAD?2 ratio at 6 and 24 hours

Change from baseline
in pSMAD2/SMAD2
(%; solid lines)

PLN-74809 concentration
(Log ng/mL; dashed lines)

50 uM, respectively? between PLN-74809 plasma concentration and decreased pSMAD2/SMAD?2 ratios (TGF-B signaling)

PLN-74809 80 mg QD (n=8) in bronchoalveolar lavage cells (Figure 4)

Table 1. Drug-related treatment-emergent adverse events by severity during
Part 1 of the PLN-74809-109 study Safety

ST U DY D ES I G N PLN-74809 160 mg QD (n=8) |
- PLN-74809 was generally well tolerated, with few drug-related adverse events reported.
- Alveolar macrophages collected by bronchoalveolar lavage enable the evaluation of ortic . No serious adverse events were reported
a,B,-dependent TGF-B signaling in human lungs and determination of a,Bg-inhibitor LD + Al treatment-emergent PLN-74809-related adverse events were mild; none were moderate
verity

bharmacokinetics/pharmacodynamics (Figure 1)8 S m S m e  — PLN-74809 80 mg QD (n=8) | PLN-74809 160 mg QD (n=8) or severe (Table 1)

PLN-74809-109 .is an ongoing, dogble—blind, plapebo—controlled, pharmacokinetic/pharmacodynamic Screening Baseline Last dose Last visit e 1G2:5) DoY) — Mild headache was the only drug-related adverse event reported (80 mq)
“hase Tb study in 48 healthy pgrt|0|pants, consisting of two parts: o Day 25 Day _ oay/ o3y 14 Moderate 0(0.0) 0(0.0) - No clinically significant changes in physical examination, vital signs, chemistry or hematology
— In Part 1, plasma concentrations of PLN-74809 and pSMAD2/SMAD?2 ratio in S 0(0.0) 0(0.0) laboratory studies were noted between the placebo or PLN-74809 cohorts (80 mg or 160 mg)

bronchoalveolar lavage cells were assessed in 24 participants, following 7 days of once-daily . Analysis of leukocyte populations within bronchoalveolar lavage cells showed no notable

I I _ _ 1 BAL, bronchoalveolar lavage; QD, once daily
dosing with PLN _74809 80 Omg, PITN 74899 160 mg, or placebo (Figure 2) VR SR dose-dependent changes following 7 days of once-daily dosing with placebo or PLN-74809
— In Part 2, 24 participants will receive a daily dose of PLN-74809 320 mg or placebo E\gi%%i@iigggifﬁéﬁjg%%Eci\ig?t?eta%e%z?Ziyzggﬁgég@g;ﬁﬂavrgée Procedurss, and wes subsequently repiaced o 80 mg or 160 mg, suggesting that there was no treatment-associated inflammation in
- Key inclgsion criteria included participants being healthy adults 18—-55 years of age, non-smokers, Figure 3. Percent change in alveolar pSMAD2/SMAD2 ratio from baseline to | o - human lungs resulting from exposure to PLN-74809 (Figure 5)
and having no known lung disease 6 and 24 hours post-dose on Day 7 following 7 days of once-daily dosing — As expected, alveolar macrophages formed the majority of leukocytes present within
» The primary objective was to assess the pharmacodynamic changes in biomarkers of TGF-3 Figure 5. Percentages of bronchoalveolar lavage leukocyte populations in bronchoalveolar lavage cells (79%)

activation in alveolar macrophages collected from bronchoalveolar lavage following dosing of study participants, following treatment with placebo or PLN-74809 80 mg — There were no notable differences in the total cell number or distribution across the
PLN-74809 for 7 days or 160 Mg treatment groups (Figure 5)

+ Secondary objectives included assessment of the plasma pharmacokinetics of PLN-74809,
the safety and tolerability of PLN-74809 following dosing for 7 days, and the
pharmacokinetic/pharmacodynamic relationship based on the pSMAD2/SMAD? ratio

- Bronchoalveolar lavage fluid was collected prior to dosing (Day -1) and at 6 and 24 hours post-dose
on Day / 0 -4
— Bronchoalveolar lavage procedures on Day 7 alternated between the right middle lobe and lingula 50 \?

— Bronchoalveolar lavage cell pPSMAD2/total SMAD2 ratio was quantified by 100 ’ |
electrochemiluminescence assay and bronchoalveolar lavage white blood cell (leukocyte) Baseline (Day-1) 0 6 12 PLN-74809  PLN-74809

BAL
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Placebo e PLN-74809 80 mg QD e PLN-74809 160 mg QD Placebo
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CONCLUSIONS

» Once-daily treatment with PLN-74809 80 mg or 160 mg led to sustained,
dose- and concentration-dependent inhibition of TGF-B signaling in the lungs of
healthy participants
80 mg QD 160 mg QD

* PLN-74809 was generally well tolerated with only mild drug-related adverse events
differentials were performed Time (hours) Treatment

_ Particinants with no Dav 7 bronchoalveolar | Auic | d be renlaced (Day 7) e & 5SS & S » The strong pharmacokinetic/pharmacodynamic relationship provides additional support
APHEIRAnts WIth ho Ly /7 BIORChoaveoTar favage TUId sampies COUIG LE TEpIate ‘ ‘ \ for the doses of PLN-74809 being evaluated in the multinational Phase 2a INTEGRIS-IPF
+ Plasma samples for pharmacokinetic analysis were collected at pre-dose and 0.5, 1, 2, 3, 4, 6, 12, +**p<0,0001 (vs, baseline [Figure 3al; vs, placebo [Figure 30 study (PLN-74809-1PF-202; NCT04396756) currently underway

P, phosphorylation; QD, once daily; SMAD, family of proteins similar to the gene products of the Drosophila gene ‘'mothers against decapentaplegic’

aﬂd 24 hOUI’S pOSt-dOSG on DayS 1 aﬂd 7 (Mad) and the C. elegans gene Sma BAL, bronchoalveolar lavage; QD, once daily
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