Change in FVC at week 52 (primary endpoint) Key secondary endpoint and other secondary time-to-event endpoints up

O ® .
N e ra n d O m I la St I nt ro d u Ct I o n I(Dr:a:%eQbic; Nerand?rr:lié?gsg? mg bid Nerando(r::igsgtzi)S mg bid to fIrSt database lOCk
— — — h » |PFisa fibrosing interstitial lung disease characterized by N " I(o%) ":'\:th ev:nt - N )
I n p at I e nts W I t orogressive decline in lung function and high mortality.! acebo Nerandomilas

. . . . . . . . . -114.7 mL Key secondary Nerandomilast 9 mgbid 80 (20.4) 79 (20.2) 1.03(0.75,1.41)*
O ® © * Nintedanib and pirfenidone slow decline in lung function in patients 1386 mL I endpoit st 18mabd 80(004)  85(L7) 117 (086 159)
o erandaomitas Mg DI . . . . , L. _r—
I I O p at I c p u m o n a r\l with IPF%® and have become the standard of care. However, these taas L ]
. . . 5 = om . .
drugs do not halt progression, and have gastro-intestinal side-effects I Fistaoute - Merandomiast Smabid  49{125)  51(130)  142(0.78.167)
fi b r O s i s that often result in discontinuation.®? Difgg‘;ﬂg 2549552?01 43-82”1'— ?éféftf/r%}cgalz pll%%ezfi 6868()?1— or death Nerandomilast 18 mgbid 49 (125)  50(12.8)  1.11(0.75,1.65)
o Cl: 0.4, ), P=U. o Cl: D, 4); p<V.

—  Nerandomilast is an orally administered preferential inhibitor of Retative reduction: 24% Refative reduction: S8% ISt ation NeT@domilast 9mgbid  73(186)  68(173)  0.98(0.70,130)
ohosphodiesterase 4B that has antifibrotic and immunomodulatory forrespiratory - randomilast 18 mgbid 73 (186)  75(191)  1.13(0.82,156)
sroperties.s Change in FVC at week 52 in patients not taking background nintedanib cause ordeath Terandomiast = mo ™ ’

' or pirfenidone fbsolte . Nerandomilast 9mgbid 111 (282) 107 (27.3)  0.96(0.74,1.25) —
. . . . ° 1al i 1 1 : : predicted
Lu Ca R|Cheld |,1 Arata Azu ma,2,3 V| nce nt Cott| n,4 na F.)hase ” trlal- N 147 patlents Wlth IPFr n.erandomllast 18 mg bld Placebo e Nerandomilast 18 mg bid Zrlgéth Nerandomilast 18 mg bid 111 (28.2) 94 (24.0) 0.84 (0.64,1.10) S
: . 6.7 stabilized lung function over 12 weeks, with acceptable safety and (n=87) (n=86) (n=87)
Michael Kreuter, To b\/ \Vi |\/|aher, " Fernando J TETS Absolute Nerandomilast 9 mgbid 66 (16.8) 59 (15.1)  0.98(0.69,1.41)
. . . tOlerablllt\/' S decél.ne w(; DLco
Martin ez,8 Justin M Oldha m,9 Claudia Valenzue la,io il -79.2mL D 5% ordeath Nerandomilast 18 mgbid 66 (168)  59(151)  0.88 (0.62,1.26)
Emmanuelle Clerisme-Beaty,!* Maud Gordat,!? Daniel Nerandomilast 9mgbid 28 (7.1)  26(66)  1.03(0.60,1.76)
> N et -148.7 mL Death

Wachtlin,* YiLiu,** Christina Schlecker,'> Susanne ¢ Nerandomilast 18mgbid 28(71)  21(54)  081(046,143
Stowasser,!! Donald F Zoz,'*®* Marlies S Wijsenbeek,!’ - | |

. . . Difference vs placebo: 78.3 mL Difference vs placebo: 69.4 mL o.|25 015 1 2 4
fOr the FI BRO N EER'I PF tl’lal. |nveSt|gatO I'S. I\II et h 0 d s (Bt =ez, doels) [ CIE 128, a2 Favors nerandomilast Favors placebo

Relative reduction: 53% Relative reduction: 47%
Hazard ratio (95% CI)

1. Unita Operativa Complessa di Pneumologia, Fondazione Policlinico Universitario A. Gemelli . . . . . . Mean exposure to trial medication up to first database lock was 13.3 months.
IRCCS, Universita Cattolica del Sacro Cuore, Rome, Italy; 2. Clinical Research Center, Mihara  FIBRONEER-IPF was a randomized, double-blind, placebo- Change in F\VC at week 52 in patients taklng background nintedanib gy
General Hospital, Saitama, Japan; 3. Nippon Medical School, Tokyo, Japan; 4. National Reference . . . . -
Center for Rare Pulmonary Diseases, Louis Pradel Hospital, Hospices Civils de Lyon, Claude cc?ntrolled trial. Ellglble patients were aged =40 years, had IF.)F Placebo Nerandomilast 9 mg bid Nerandomilast 18 mg bid
Bernard University Lyon 1, UMR 754, ERN-LUNG, Lyon, France; 5. Center for Pulmonary Medicine, with a UIP or probable UIP pattern on HRCT, F\V/C =45% predlcted (n=172) (n=184) (n=178)
Department of Pneumology, Mainz University Medical Center and Pulmonary, Critical Care & =NI<O0 :
Sleep Medicine, Marienhaus Clinic Mainz, Mainz, Germany; 6. Department of Pulmonary, Critical and DLco =25% predICted°
gar.e an(}I Sleep Med|C|he, Keck School Of Med|C|.ne, Un|VerS|t\/ o} SOUthern Callfornla, Los Angeles, ° PatientS had ta ken nintedanib or pirfenidone at 3 Stabl.e dose for 212 Ad"erse e\lent (AE) summar\l over 52 Weeks b‘l background therap‘l
alifornia, USA; 7. Section of Inflammation, Repair and Development, National Heart and Lung i | . ) T -118.5mL
Institute, Imperial College London, London, UK; 8. University of Massachusetts (UMass) Chan weeks or had not taken nintedanib or pirfenidone for =28 weeks. Eadall
Medical School/UMass Memorial Health System, Worcester, Massachusetts, USA; 9. Pulmonary . . _ . No background therapy Background nintedanib Background pirfenidone
and Critical Care Medicine, University of Michigan, Ann Arbor, Michigan, USA; 10. Pulmonology  Patients were randomized 1:1:1 to receive nerandomilast 9 Mg -191.6 mL
i i Har i i i 4 " i ine . . . . o Placebo Nerando- Nerando- Placebo Nerando- Nerando- Placebo Nerando- Nerando-
LEPEFITREN, REHEEl Untereliart el e Fiineees, Jverse e A nems) € @ laelig, iee e, el bid, nerandomilast 18 mg bid, or placebo, stratified by background (N=87) milast  milast (N=173) milast  milast (N=133) milast  milast
11. Therapy Area Inflammation Medicine, Boehringer Ingelheim International GmbH, Ingelheim i ) ] ] i 9mgbid 18 mg bid 9mgbid 18 mg bid 9mgbid 18 mg bid
am Rhein, Germany; 12. Clinical Development & Operation Department, Boehringer Ingelheim, therapy (nintedanib/pirfenidone vs neither). Difference vs placebo: 60.9 mL Ditference vs placebo: 73.0 mL (N=88) (N=87) (N=184) (N=178) (N=120) (N=127)
Reims, France; 13. Department of Biostatistics and Data Sciences, Boehringer Ingelheim Pharma _ ] ] ] Re(lifiée%;ﬁ'tiloln?g% Rg;ﬁgezistliﬁ%%g
GmbH & Co. KG, Ingelheim am Rhein, Germany; 14. Department of Biostatistics and Data Sciences, * The primary endpoint was the absolute change from baseline in FVC | ' AE(s) 83(954) 77(87.5) 79(908) 163(94.2) 175(95.1) 174(97.8) 125(94.0) 112(933) 119(937)
aBr?g mg?ri;?fveié?ggz hsgg]ﬁr?fg:f |?1[;’ellr;$imggﬁﬁ}ggf%eégaufhgiﬁ;elig{ Srf Eale?r? tggrtn“:’:ff;y (mL) at week 52. Patients continued to take randomized blinded ) ) ) ) ) ) Diarrhea AE(s)  7(8.0) 15(17.0) 23(26.4) 46(26.6) 91(495) 110(61.8) 10(7.5) 16(13.3) 29(22.8)
16. Global Clinical Development and Medical Affairs, Boehringer Ingelheim Pharmaceuticals, Inc, treatment until the end of the trial. The first database lock took plaCe Change in FVC at week 52 in patients takmg background plrfenldone s el
Rldg?fleld, Conn,e(,;tICUt’ USA;17. Centgr of.Expert|§e for Interstitial Lung Diseases, Department of after the last patient Completed the week 52 visit. Placebo Nerandomilast 9 mg bid Nerandomilast 18 mg bid to treatment 7 (8.0) 7(8.0) 6(6.9) 22(12r) 31(16.8) 38(213) 13(98) 8(6.7) 11(8.7)
Respiratory Medicine, Erasmus MC, University Medical Centre, Rotterdam, The Netherlands. (n=132) (n=120) (n=127) discontinuation
* The k.e\/ §ecpndary end.pomt was time to first acute exacerbe.\tlon, Diarrhea AE(s)
: hospitalization for respiratory cause, or death, over the duration of leading to 00) 000 1(11) 2(12) 4(22) 23(129) 0(0)  3(25)  0(0)
/ \ the trial. Acute exacerbations and hospitalizations for respiratory 1337 mL discontinuation
o o -\O /- cause were not adjudicated. Serious AE(s)*  28(322) 22(250) 20(230) 50(289) 62(337) 56(3L5) 53(398) 37(308) 41(323)
-197.0mL -201.8 mL
O bj e Ct I Ve : ] Fatal AE(s) 7(80)  3(34) 0(0) 5(29) 9(49) 4(22) 6(45)  4(33) 2(1.6)
. . . Difference vs p[acebo: 4.8 mL Difference vs p[acebo: 634 mL Data are n (%) of patients with =1 such adverse event reported over 52-week treatment period or until 7 days after the last dose in patients who discontinued treatment before week 52. .

T h e P h a Se I I I FI B R O N E E R - I P F t r I a l I nvest I g ate d t h e (95% CI _73.2' 635) (95% CI '3.6, 1303) ;Ii\;ir;'fc’tzi?greeesnuql;ilciénbdee:;:,c:z:sosrp;t]e:/llsf::rnrgggz.longat|on of hospitalization, or in persistent or clinically significant disability or incapacity; or was life-threatening, a congenital anomaly or birth

O Relative increase: 2% Relative reduction: 32%

efficacy and safety of nerandomilast 9 mg bid and 18

mg bid, as monotherapy or with background nintedanib ReSUltS ( \

or pirfenidone, in patients with IPF.

Baseline characteristics (n=1177) C o n C lu Sio n S
. . y Plasma concentration-time profiles of nerandomilast by background
Scan the QR code or visit the URL to view the O7| Aud o @ therapy
e-poster . = = ) N v:-rC% Both the 9 mg bid and 18 mg bid doses of nerandomilast
https://www.usscicomms.com/respiratory/ATS2025/ Male: Mean age: Ever smokers: Mean time _Since No background therapy Background nintedanib Background pirfenidone — were associated with a Slg nificant reduction in decline in
Richeldi3 83.0% 70.2 years 71.0% IPF diagnosis: - EVC 59 I
3.5 years g’% 3004 | ' i 3007 | 300- over WEEKS.
5 g T T - - .
.. z p2 =t =0 P 50 : 2 A drug-drug interaction meant that only the 18 mg bid
Scan the QR code or visit the URL for a webpage E‘g "_;8 @ = g2 o o aad R ‘N dose S(J)f ner%ndomilast was effective iny atients tagkin
featuring Boehringer Ingelheim-supported B ) N ) _ 2 B ol | - olelnl P 9
publications at ATS 2025 Mean FVC % Mean DLco % Using supplemental | Nintedanib: 45.5%* I - [ oo |1 | - backgrou nd plrfenldone.
. _ predicted: predicted: oxygen: Pirfenidone: 32.3% ’9';§ | | 1 ! 1 | . .
https://www.usscicomms.com/respiratory/ATS2025 78.2 50.9 21.1% None: 22.3% & 50- so11 || | so- @ Nerandomilast had an acceptable safety and tolerability
08 1 1 |
I I I I O I I I I O I I I :
=% %2 % 02 & 12 6 02 6 12 26 profile both when used as monotherapy and as add-on to
*Among patignts taki.ng nintedanib, in thg placeE)o, nerzindomilastOQ mg bi(?leanr;(sjl nerandomilast 18 mg bid groups, respectively, the mean time on nintedanib at baseline was 28.9, 27.7 and 27.4 months and \Week \Week \Week
m;izzepc:;ir;:‘:gfaal?i:agv;la?rsfzr?i(c)lcr:‘l?e,/idna;/l:z ;1351.:;;c?z.:gr?;:n?ir:s‘f;;zab;d ana nerandomilast 18 mg bid groups, respectively, the mean time on pirfenidone at baseline was 35.0, 32.6 and 30.9 months ba C kg ro u n d t h e ra p\/'
and the dose of pirfenidone was 2400 mg/day in 59.4%, 61.7% and 63.8% of patients.
Abbreviations References Acknowledgements and disclosures
bid, twice daily. Cl, confidence interval. DLco, diffusion capacity of the lungs for carbon monoxide. F\VC, forced vital 1. Raghu G et al. Am J Respir Crit Care Med 2022;205:e18-e47; 2.King TE Jr et al. N Engl J Med 2014;370:2083-2092; The FIBRONEER-IPF trial was supported by Boehringer Ingelheim. The authors meet criteria for authorship as the Steering Committee for the FIBRONEER trials; has received consulting fees from Boehringer Ingelheim, BMS, Mediar,
capacity. IPF, idiopathic pulmonary fibrosis. SD, standard deviation. SE, standard error. UIP, usual interstitial pneumonia. 3.RicheldiLetal. N EnglJMed 2014;370:2071—-2082; 4. Herrmann FE et al. Front Pharmacol 2022;13:838449; 5. Reininger recommended by the International Committee of Medical Journal Editors (ICMJE). The authors did not receive payment Lupin Pharmaceuticals, PureTech, Roche; has participated in data safety monitoring boards/advisory boards for Endeavor
D et al. Br J Pharmacol 2024;181:4766—-4781;6. Richeldi L et al. N Engl J Med 2022;386:2178-2187. for the development of this poster. Elizabeth Nig of Fleishman-Hillard, London, UK, provided editorial assistance, which Biomedicines, Novartis, Genentech, GSK; has stock options in Gatehouse Bio; has received grants from the National
was contracted and funded by Boehringer Ingelheim. Boehringer Ingelheim was given the opportunity to review the Institutes of Health.

poster for medical and scientific accuracy as well as intellectual property considerations. Justin Oldham is a member of



