BEXOTEGRAST REDUCES TYPE 1 COLLAGEN DEPOSITION IN PARTICIPANTS WITH
IDIOPATHIC PULMONARY FIBROSIS (IPF) AFTER 12 WEEKS OF THERAPY
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BACKGROUND

* |IPF is primarily a basilar, subpleural disease characterized by excessive deposition of
type 1 collagen?
* In patients with IPF, a3, and a3, integrins are overexpressed in the lungs which
activates TGF-f3 and drives collagen synthesis?
« Bexotegrast is an oral, once-daily, selective, dual inhibitor of a,3; and a3, integrins
that is under development for IPF
« %8Ga-CBP8, a PET probe, measures type 1 collagen and showed increased uptake in

bextegrast at Week 12 were [

: : 0.3 0.074
the lungs of patients with IPF3 > (6.57%) =
. . . . . E W0 0.2 = —T® +—
a,B; and a B, Integrins Promote Fibrosis Through Activation of TGF-2 S (o) ; O 176
25 01~ W 2 ' 2 8- 3.567
56 - E E
= ! I E
A RS Bexotegrast E e 0.1 7 .. 2 *~E~ S E
Latent TGF-B (PLN-74809) 8 — oW “ % 4 -
Complex v 3 -0.2 ~0.015 l:=d:| “; 0 l:=u:| &
« (-1.2%) 23 2a
-0.3 - ) g ] E 2
W o -
L e wv £
5 5 07
Lun a ] o
Extracellular Matrix N m————GL _ 0.097 ’ (1?41070/?,) E -1.68 E 2
COL1A1 0.3 - O, (7.5%) 099 -0.148
COL3A1 2 0 e 4 - | . 4 - | |
TIMP1 = {:I'J) 0.2 — : @ ' Bexotegrast Placebo Bexotegrast Placebo
g2 I 160 mg (n=3) 160 mg (n=3)
e o ITGB6 ® Tt 94 - > @_ . Participant A: bexotegrast 160 mg (n=7) (n=7)
Expression CTGF S & . i i » Decrease from baseline to Week 12 in top quartile °3Ga-CBP8 SUV of -0.17 - - o -
S 5 g_ 0.0 — | ,. : °' — iy o Change in '[Op quartile SUV O.I: _15.5% IPF, idiopathic pulmonary fibrosis; ITGB6, integrin beta-6; LS, least squares; PRO-C3, type Il collagen synthesis neoepitope.
COL1A1L, cqllage_n.typelalpha 1;_COL3A1., collagen typelllalpha 1; CTC}F,.connectiv.e tissue grqvvth factor; DCE.—MRI,dynanjic contras.t—enhar'lced magnetic resonance imaging; IPF,_idiopathic E : —l-:— _ o
others against decapeniaplegic homolog 1 (MAD) and e G elegans gene SMA: TGP transforming gronth facior-beta: TIMPL. fssue mhibior matrh metaloproteinase 1 & oo e'g 0.1 - T Participant B: placebo | o
@ £ i . Increase_from basel!ne to Week 12 in top quartile *°*Ga-CBP8 SUV of +0.21 Bexotegrast Was Well Tolerated Over 12 Weeks
o E 02 — | « Change in top quartile SUV of +18.4%
OBJECTIVE id —— mages shown are fused PET and MR images. « Overall, bexotegrast demonstrated a favourable safety and tolerability profile
. . - . . _03 _ (:020530/0) o - MRI, magnetic resonance imaging; PET, positron emission tomography; SUV, standardized uptake value. Over 12 WeekS
« We report results from the first interventional Phase 2, single-centre, randomised, 5% ( %%80/0)
double-blind, placebo-controlled study (NCT05621252) evaluating type 1 collagen 04 - 2.8%) | Changes in **Ga-CBP8 SUV Correlated With Changes in Lung Function TEAE, n (%) Bexotegrast
deposition by PET and architectural changes by DCE-MRI in the lungs of participants  Lover Middle  Uper and Improved Cough Severity (n=7) ()
- - - ubpleural ubpleural ubpleural _ _ _
with IPF following 12 weeks of treatment with bexotegrast - Treatment with bexotegrast numerically improved FVC over 12 weeks, TEAS 0 (85.7) 1(33.3)
ndividual, mean, and percentage change in top quartile shown. The length of the box represents the interquartile range, and the vertical lines represent the maximum, median, an I I NI I TEAE related tO StUd dru 5 714 1 333
:n:jnirr?uml_. Changg in_dc%ntral :egionr\]/vasgofs;;ilgr m;gni:d\gtr:lan ch;rr:gels ir?tshubfptltl,urgl regizns. Tr:etr?ona;hgren;ICZOVIg-19 p(:\:t?cipan: in|tr|1e bexo?egras‘tt;]?oup is indicated (tj)y red c?rcles. Wlth the beXOtegraSt group malntalnlng a Clear Sepa‘ratlon from placebo at _ y g ( ) ( )
STU DY D ES I G N A N D PA RTI CI PA NT D E I\/I OG RA P H I CS PET, positron emission tomography; SUV, standardized uptake value. a” t|me pOIntS SenOUS TEAE O O
« Correlation between change in 8Ga-CBP8 SUV and change in TEAE leading to interruption of study drug 1 (14.3)2 0
) Dynamic Changes in Extracellular Volume Based on DCE-MRI Parameters FV =-0.57 - -
%\ Inclusion Criteria Bexotegrast 160 mg (n=7) y _ 9 o C(p _ 0.57) _ TEAE leading to withdrawal from study 0) 0
PE di < <8 @ Observed with Bexotegrast - Participants in the bexotegrast group reported decreased cough severity TEAE leading 10 earlv termination - ) )
. lagnosis <3 years _ o i - - - eading to early termination from study
e FVCDD =45% =3l Placebo (n=3)  Reduced peak enhancement has been associated with increased vascular across all on treatment tlme_ pc_)lnts cqmpared with pla_cebo .
oL pES_O"/ ° vermeability andfor decreased perfusion®® « Change in cough severity is predicted by change in FVC (R2=0.77) TEAE leading to death 0 0
) CO =¥ 70 : " s Most frequent TEAES (n>1
« eGFR =50 mL/min 6 S”a“f"(fr‘j'i:]‘t’ef use of E?)fr‘;g;?;gget)herapy o ;  Slower K,,..hout Fat€S may be due to expanded extracellular volume as a result of FVvC d (n>1) b
Baseline Lastdose  Week 14 replacement of cellular components with collagen3:® e 0 Cough 4(57.1) 0
W . ek ]:2 Bexotegrast 160 mg (n=6  — Diarrhea 3 (429)C 1 (333)
- g g ( ) L. =
______ Baseline Demographics F Placebo (n=3) v E
c - : : % ) :’EgrEIC 'Ereaa;;[mvsint-emerge_nt adverse event.
Prlmy ndeInt : : BeXOt_eg I;‘aSt Plac_ebo : Peak Enhancement kwashout é E 106 mL bKII cfou%h éveg:scocc):l/llj?reldgioost Week 12 _(end of treatm_e_nt) during the 14-day foIIow-_up pe_riod. _ _
QuantlflCatIOH O.I: type 1 Collagen |n the |Ung a.S : (n_?) (n _3) : 75 — 12.0% 4 — @ E g ¢ All events of diarrhea were considered mild. The 3 participants were taking nintedanib, which was listed as an alternative cause.
ine in 68 a- : — — ; —~ (10.0%) <D -
2SES'|?SSSS\O/| by_chatnges frotT baseline in Ctag CBP8 : = Mean age, iy | £ . £ - N . é E
using top gquartie summary metric | : : : = : S E (0. ol -150 1 @ Bexotegrast 160 mg (n=7)
: years : : 5 - G52 ol : a7 |2 Pacebe (o2 CONCLUSIONS AND FUTURE RESEARCH
| I N— 8 25 — g E i S T T 1
! - 0 c g a 0 4 8 12 : : : :
d dpoi : 85.7% Male | 28 5 Week e Changes in type 1 collagen PET imaging with ®8Ga-CBP8 and DCE-MRI support
Secondary Endpoint . ! S | 3 h : S _ :
- : ! Ox O > L Cough Severity antifibrotic effects of bexotegrast, suggesting favourable lung remodelling
Safety and tolerability of bexotegrast | Back q | g $ 58 : : : :
| at‘;]e%;"“” : 8 £ o5 C = ey 0 Treatment with bexotegrast numerically improved FVC, cough severity, and
I ! o 2 ® © o = : : . : : . L . .
. | by : O = - = 8 40 - +40.3 prognostic biomarkers, suggesting its potential for disease modification in IPF
Key Exploratory Endpoints - Median : % 50 - 23 | @ & : o o .
S : ! = © - 1.06 %/min 85 20 - - Changes in lung uptake of the PET probe °°*Ga-CBP8 directionally correlated with
Change from baseline in DCE-MRI contrast peak i = o FVCpp o | (31.7%) S £ : :
! 0% 0% 75 4 - Ty 0 Qummmooooos - changes in pulmonary function
enhancement and washout rates, absolute and | Mo . ! ° & £ -6 o : : :
FVCpp, cough severity, and biomarkers | D SeP;/ ;ﬁ?yc(?/i% : 9 E E 20 1 o Bexctearast 160 me (v + + . Limitations include the small sample size and short duration of treatment
! 28.0 19.0 ! = —eo. . . . :
N e——— e | . | @ Placebo (n=3) L ate-stage evaluation of bexotegrast will further explore the efficacy and safety in
40 I I 1
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and minimum. The nonadherent/COVID-19 participant in the bexotegrast group is indicated by red circles.
DCE-MRI, dynamic contrast-enhanced magnetic resonance imaging; K,.snou Washout rate of contrast from the lung.

DCE-MRI, dynamic contrast-enhanced magnetic resonance imaging; DL, diffusing capacity for carbon monoxide; eGFR, estimated glomerular filtration rate; FVCpp, forced vital capacity percent
predicted; IPF, idiopathic pulmonary fibrosis; MRI, magnetic resonance imaging; PET, positron emission tomography; R, randomisation; SUV, standardized uptake value; VAS, visual analog scale.
aOne participant in the bexotegrast group was non-adherent to the study drug (65%) and contracted COVID-19 during the first month on study.

FVC, forced vital capacity; LS, least squares; p, correlation; PET, positron emission tomography; SUV, standardized uptake value; VAS, visual analog scale.
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