Nerandomilast in Patients with Progressive
Pulmonary Fibrosis

[N Engl J Med. 2025 May 19. doi: 10.1056/NEJMo0a2503643.]
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Male sex — no. (96)
Age —yr
Weight — kg
Smoking status — no. (%)

Never smoked

Former smoker

Current smoker
Time since diagnosis of ILD —yr
FV(C

Mean value — ml

Percentage of predicted value
Percentage of predicted DLcot
Background nintedanib therapy — no. (%)%

UIP or UIP-like fibrotic pattern on high-resolu-
tion CT — no. (%)

ILD diagnosis
Autoimmune ILD
Hypersensitivity pneumaonitis

Unclassifiable idiopathic interstitial pneu-
monia

Idiopathic nonspecific interstitial pneu-
monia

Other ILD
Supplemental oxygen therapy — no. (%)

(A\F& White 58%, Asian 38%)

Nerandomilast

18mg
220 (56.3)
66.0+9.8

73.2217.1

191 (48.8)
189 (48.3)
11 (2.8)
4.61+4.3

2381+723
70.4+15.5
49.4£17.5
171 (43.7)
275 (70.3)

113 (28.9)
73 (18.7)
73 (18.7)

82 (21.0)

50 (12.8)
117 (29.9)

O9mg
203 (51.7)
66.5+9.8
72.1£17.5

200 (50.9)
186 (47.3)
7 (1.8)
4.1:4.3

2326+768
70.3+15.7
48.7+16.8
173 (44.0)
290 (73.8)

112 (28.5)
83 (21.1)
76 (19.3)

73 (18.6)

49 (12.5)
97 (24.7)

7 7R
231 (58.9)

66.6+10.3
73.4+17.9

186 (47.4)
200 (51.0)
6 (1.5)
3.913.6

2354+766
69.7+16.2
49.7£16.5
170 (43.4)
275 (70.2)

100 (25.5)
77 (19.6)
82 (20.9)

73 (18.6)

60 (15.3)
110 (28.1)
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A Change in FVC at Week 52 in the Overall Trial Population

0=~

-50+

-100+

Mean Change (ml)

-150+

-165.8
J

B Change in FVC over Time in the Overall Trial Population
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Week
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Nerandomilast, 18 mg 379 330 364 349 338 330 21 324
Nerandomilast, 9 mg 386 379 365 361 348 333 326 325
Placebo 378 373 369 358 355 337 326 326

e Adjusted difference, 811
(95% €, 46.0-116.3); P<0.00}
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Overall
Sex
Male
Female
Age, years
<65
265
Weight
<65 kg
265 kg
Race
White
Asian
Ethnicity
Not Hispanic or Latino
Hispanic or Latino
FVC % predicted
<70
>70
HRCT pattern
UIP/UIP-like fibrotic pattern
Other fibrotic patterns
ILD diagnosis
Autoimmune ILDs
Unclassifiable idiopathic interstitial pneumcnia
Hypersensitivity pneumonitis
Idiopathic non-specific interstitial pneumonia
Other ILDs
Background nintedanib
Yes*
No

BEEDNnE
7 7tk Nerandomilast
391 390
231 219
160 171
149 152
242 238
130 126
261 264
226 235
153 144
338 333
53 57
214 194
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274 274
117 116
99 113
82 73
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73 82
60 50
169 170
222 220
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78.5(21.7, 135.3) : °
59.9(15.1,104.8) ——
51.0(-10.8,112.8) - i
75.0(32.0,118.0) —
72.4(26.2,118.6) ——

54.8 (-2.9, 112.5) ° |

60.4 (22.3, 98.4) ——
111.6(18.7,204.4) [ - 4
64.9(15.7,114.1) ——
66.8(15.8,117.7) —e—

43.0(1.1,85.0) I S—
124.6(59.9, 189.3) ' P
42.2 (-24.9,109.3) PY

72.8(-6.6, 152.2) ! - i
71.1(-9.5, 151.6) .
53.5(-25.9,132.9) I - |
96.3 (2.7, 190.0)
78.0(24.2,131.8) —
58.9(12.1,105.8) ——
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Hazard Ratio
18mgE% 0.7 7 (95%C1:0.59-1.01, p=0.06)
omgZt 0.88 (95%c1:0.68-1.14, p=0.34)

Nerandomilast, 9 mg Placebo

AN BEOEE
| « Nerandomilast(18) 24.3%

0
No. at Risk

Nerandomilast, 18 mg 391

Nerandomilast, 9 mg 393
Placebo 392

2

370
368
373

T

4

353
350
348

338
332
329

321
317
310

10 2 H ' o % 2 # . Nerandomilast(9) 280%
305 261 198 92 38 25 1 0
26 s a4 w B 2 0 « 7 74R 31.1%
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Acute exacerbation of ILD or death

Nerandomilast, 18 mg
Nerandomilast, 9 mg

Hospitalization for respiratory cause or death

Nerandomilast, 18 mg

Nerandomilast, 9 mg
Death

Nerandomilast, 18 mg

Nerandomilast, 9 mg

NerandomilasthA*R\y 7 7tk AR

48/391
65/393

84/391
97/393

24/391
33/393

83/392 —— 0.59 (0.41-0.84) %t
83/392 —e—h 0.78 (0.56-1.08)
« Nerandomilast(18) 6.1%

110/392 —e—i| 0.75 (0.56-1.00) _

110/392 ——r 0.83 (0.63-1.10) d Nerandomllast(Q) 8.4%
50/392 ——— 0.48 (0.30-0.79) e 74K 1 2 _8%
50/392 ———— 0.60 (0.38-0.95)
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Nerandomilast 7 7tf | Nerandomilast 7 7tF Nerandomilast VAVALY
18mg 9mg 18mg Omg 18mg 9mg
Any event 362 (92.6) 362 (921) 360 (91.8) | 202 (91.8) 200 (90.9) 202 (91.0) 160 (93.6) 162 (93.6) 158 (92.9)
Most freauent events:
] 143 (36.6) 116 (29.5) 97 (24.7) 59 (26.8) 33 (15.0) 35 (15.8) 84 (49.1) 83 (48.0) 62 (36.5)
T
Cough o ] ]
Covid-19 « Nintedanibf#F T T #IIEN.
Condition aggravated L, o, o, o, o, L o, o o,
52D 40 (10.2) 38 (9.7) 44 (11.2) 23 (10.5) 21 (9.5) 24 (10.8) 17 (9.9) 17 (9.8) 20 (11.8)
Nasopharyngitis TA eIV AT RN 74 faav TE 7TV 97T racy T e T Ay FATTT AN T AT AN
Anxiety e D DDOFEIINerandomilasté 7 7R TELL.
Nausea N
== N Pra’d . A E | A
Weight decreased * 'ml SR 0) 7t /_j_l: :E) 3%$T Jj’E‘E Lj: Hjﬁ%
ik & - FRE
Any 39 (10.0) 32 (8.1) 40 (10.2) 19 (3.6) 16 (7.3) 23 (10.4) 20 (11.7) 16 (9.2) 17 (10.0)
Diarrhea 10 (2.6) 5 (1.3) 2 (0.5) 3 (1.4) 0 0 7(4.1) 5 (2.9) 2(1.2)
Event leading to int tion of .
T i vegmen o AIFEROBRZ(ADIFEAE)IZPPFOEAL.
e evenl . —FF’CODEPJJ: ;Ul‘ﬁ T 7AW (nintedanib 8%/34).
ny R . . . . . . . R . . .
Fatal event 8 (2 0) 14 (3 6) 20 (5 1) 5 (2.3) 10 (4.5) 11 (5.0) 3 (1.8) 4(2.3) 9 (5.3)

AE: Adverse Event [N Engl J Med. 2019;381:1718-27., N Engl J Med. 2019;380:2518-28., Lung. 2025;203:25.]
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