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Primary results of the phase 3 LIBRETTO-432 trial
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LIBRETTO-432 Study Design

A global, multicenter, phase 3, double-blind, randomized, placebo-controlled study

/ Key eligibility criteria \ (" Selpercatinib )
« Histologically confirmed-RET Participants 250 kg " I
fusion-positive NSCLC stage —> 160 mg PO BID >
IB. II, or IIIA Participants <50 kg Treatmten:t; completed
* Received definitive therapy & 120mg POBID J dis(':gsz rezsﬁ'?n}ée Survival
(surgery or radiotherapy, +/- 4 ™) progression, or , follow-up
systemic adjuvant Placebo death '
chemotherapy) —> PO BID
+ No evidence of disease L y k /
recurrence or progression - Optional
. " v - Crossover
Qollowmg definitive therapy/ if PD
KPrimary Endpoint \
* Investigator assessed EFS in primary analysis population (stage II-Ill1A)
Secondary Endpoints

Stratified by stage (IB or lI-llIA)
and definitive treatment (surgery
or radiotherapy)

« EFS by BICR in primary analysis population
« EFS by investigator and BICR assessment in overall population (stage IB-1lIA)
» Safety

! Overall survival j
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Enroliment and Patient Disposition

Overall Population Randomized
(N=151)

151 patients | 65 sites | 22 countries
Enrollment: Jan 2022 — Mar 2025
Database cut-off date: Jan 2026

'

/ Placebo \

Overall Population Stage IB-llIA
(n=76)
On treatment at cutoff: 38
Discontinued treatment: 38*
» Adverse Event: 1
+ Completed: 9
* Disease Relapse: 18

\ « Withdrawal by Subject: 9 /

k 4

f Primary Analysis Population \
Stage II-1IA (n=55)
On treatment at cutoff: 24
Discontinued treatment: 31
Adverse Event: 1
Completed: 6
Disease Relapse: 17
Withdrawal by Subject: 7 j}

&

3446 pafients were assessed for eligibility (No RET fusions were most common exclusion, n=314%). Abbreviations: n, number of patients; RET = Rearranged during transfection. *1 patient was non-compliant
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Primary results of the phase 3 LIBRETTO-432 trial.

Baseline Characteristics — Primary Analysis Population

Selpercatinib Placebo
N=54 N=55
Age, years Median (range) 59.5 (41.0-84.0) 61.0 (26.0-78.0)
Sex, n (%) Female 34 (63.0) 30 (54.5)
Male 20 (37.0) 25 (45.5)
Race, n (%)? Asian 33 (61.1) 32 (58.2)
White 21 (38.9) 21 (38.2)
Geographic Region, n (%) East Asia . 31 (57.4) 31 (56.4) The primary (N=109) and
CE)lt‘I:Ope" North America 1: 333;"1 2; Easfl overall (N=151) treatment
er . . . ..
Smoking Status, n (%) Never 37 (68.5) 38 (69.1) SR L P L
Former / Current 17 (31.5) 17 (30.9) and balanced baseline
ECOG PS, n (%)° 0 30 (55.6) 36 (65.5)
1 24 (44.4) 18 (32.7)
RET fusion, n (%) KIF5B:: RET 33 (61.1) 34 (61.8)
CCDCe6:: RET 14 (25.9) 11 (20.0)
Other 7 (13.0) 10 (18.2)
PD-L1, n (%)° Negative 11 (20.4) 16 (29.1)
Positive 25 (46.3) 28 (50.9)
Unknown 17 (31.5) 11 (20.0)
Prior anti-cancer therapy, n (%) Surgery 54 (100.0) 54 (98.2) + 2 patints in placebo s reported Black or Affcan American
Radinther’apy 2 (3.7) 6 (1 0.9} for race; =1 patient in placebo arm had missing ECOG score;
Systemic therapy 50 (92.6) 50 (90.9) "1 patientin selpercafinib am had ofer POL1
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Event-Free Survival

Primary Analysis
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by Investigator Assessment

Population, Stage lI-llIA RET fusion-positive NSCLC

Selpercatinib
I T}

S

£ a0

o)

£

E ﬁ'ﬂ 1 “ i |

s I

.E 1) [T

c Placebo

S 40

v

o

L; 20 . Events HR (95%Cl) P-value 24-month EFS rate (95% CI)

‘E Selpercatinib 4 0.172 0.0003 91.5 (75.4, 97.2)

& Placebo 19 (0.058, 0.509) ) 61.1 (44.2, 74.3)

ﬂ T T T T T T T
0 6 12 18 24 30 36 42
Time from Randomization (Months)

Number at risk
Selpercatinib 54 45 37 27 22 15 7 0
Placebo 55 47 28 22 16 8 4 0

The primary endpoint was met, as selpercatinib demonstrated a statistically significant improvement in EFS
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Event-Free Survival by Investigator Assessment
Overall Population, Stage IB-IlIA RET fusion-positive NSCLC

100

60

Event-Free Survival Probability (%)

Number at risk
Selpercatinib
Placebo

80 -

40 -

20 -

I Selpercatinib
-I 1
I 1 LLLL ']
Placebo
Events HR (95%CI) P-value 24-month EFS rate (35% CI)
Selpercatinib 4 0.165 93.8 (81.5, 98.0)
Placebo 20 (0.056, 0.485) | 00002 69.6 (55.5, 80.1)
0 6 12 18 24 30 36 42
Time from Randomization (Months)
75 63 i | 37 30 20 10 2
76 64 40 3 25 12 6 2
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Event-Free Survival by Blinded Independent Central Review

Primary analysis population Overall population

i
- I -

__ 100 Eelpercatlli:: ! 1004 . . - - » . o !.‘»elpercaumhl

2 ! £

= I 2

% 80 | % a0

= | s . _— ; ;

g L L LLL Lol : E Pla':em

& 60 Placebo i Z 60

E : 3

8 | :

= 20 Events HR (95% CI) 24-manth EFS rate [85% CI) i o, Evenis HR {95%: CI) 24-month EFS rate [35% CI)

[ ] [
- Selpercatinib 2 0.125 95.6 (823, 38.9) | = Selpercatinib 2 0.125 96.8(57.9,99.2)
& Flacebo 14 (0.028, 0.552) TO.8 (54.0, 32.4) | o Placebo 14 {0.028, 0.552) TE.4 (643, 8T.2)
0 . : ; . : Lo 0 ; : : . . . .
0 & 12 18 24 30 36 42 E 0 G 12 18 24 30 36 42
Time from Randomization (Months) ! Time from Randomization (Months)
Number at risk ' Mumber at risk
Selpercatinib 54 44 35 7 bl | 16 5 0 | Selpercatinib 75 62 48 36 23 19 7 2
Placebo L] 42 Fi) Fal 16 T 3 0 i Placebo TG 59 ] 30 25 1 5 2
]

* Sociedad Esparioia @ Grupn de Farmac
daFarmacia Hospitalaria Cncolégica de o se
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Event-Free Survival in Key Subgroups

Primary Analysis Population

Number of Events

Subgroup Patients, N Selpercatinib Placebo Hazard Ratio for Event-Free Survival (95% CI)
Overall 109 4 19 — 0.178 (0.060,0.525)
Sex -

Female 64 3 1 —— 0.182 (0.050, 0.660)

Male 45 1 8 (R 0.176 (0.022, 1.410)
Age :

<65 years 78 2 10 ——t 0.128 (0.028, 0.590)

=65 years 31 2 9 ———t 0.396 (0.085, 1.842)
Geographic region

Eﬂ:ﬂ;ﬂme““ or 39 3 9 '—'—l' 0.303 (0.081, 1.125)

Other 70 1 10 " 0.085 (0.011, 0.670)
Smoking status H

Never 75 1 12 —_— 0.076 (0.010, 0.589)

Former/Current 34 3 7 — 0.339 (0.087, 1.325)
ECOG PS :

0 66 1 10 —— 0.105 (0.013, 0.823)

>1 42 9 bt | 0.205 (0.055, 0.762)
Disease stage .

Stage Il 47 2 3 b 0.683 (0.114, 4.076)

Stage IIIA 62 2 16 —_— 0.098 (0.022, 0.429)
Prior chemotherapy

Yes 100 3 17 —_— 0.143 (0.042, 0.491)

No g 1 2 - 1.128 (0.109, 11.701)

0.001 0.01 0.1 1 10 100
B — —_—
Favors Selpercatinib Favors Placebo

HR is unstratified

* Sociedad Espariola @ g Grupo de Farmacin
da Farmoda Hospilolatia Qncolégica de lo se



Event-free survival with adjuvant selpercatinib in stage IB-lllIA RET fusion-posit l C 4 (
Primary results of the phase 3 LIBRETTO-432 trial. | S P~ T I_ | G H T S

2026

Overall Survival and Patient Disposition

Selpercatinib Placebo
N=54 N=55
Median follow-up, months (IQR) 25(13.9, 33.2) 27 (15.8, 34.1)
On treatment, n (%) 30 (55.6) 24 (43.6)
Off treatment, n (%) 24 (44.4) 31 (56.4)
Death, n 0 3

16 stage llI-IlIA patients crossed over to selpercatinib following disease recurrence

= 12 of these patients remain on selpercatinib at data cutoff

» 3 deaths occurred in patients who crossed over*

* Sociedad Esparioia @ Guupo oe farmocia
daFarmacia Hospitalaria Orcalégea de o se
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Safety Overview — Overall Population

Selpercatinib

Events, n (%)
Any TEAE
Grade 23 TEAEs
Serious TEAEs 21
Discontinued study treatment due to TEAEs*
Discontinued due to SAE
Dose modifications
Dose interruptions due to TEAEs
Dose reductions due to TEAEs
TEAESs leading to death, on study treatment

N=75
75 (100)
50 (66.7)
17 (22.7)
13 (17.3)

2(2.7)
66 (88.0)
58 (77.3)
41 (54.7)

0

BT LIGHTS

Placebo
N=76
74 (97.4)
18 (23.7)
10 (13.2)
1(1.3)
1(1.3)
35 (46.1)
20 (26.3)
6 (7.9)
0

Grade 23 TEAEs were manageable with dose modifications

*Most common reasons for selpercatinib discontinuation were ALT increase n=4; AST increase n=2; interstitial lung disease n=2

2026
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Primary results of the phase 3 LIBRETTO-432 trial.

Safety — Overall Population

Selpercatinib Placebo
N=75 N=76
Any Grade Grade 23 Any Grade Grade 23

Patients with 21 TEAE (2 20%), no.

%) 75 (100.0) 50 (66.7) 74 (97.4)  18(23.7)

ALT increase 47 (62.7) 13(17.3) 14 (18.4) 1(1.3)

AST increase 45 (60.0) 14(18.7)  12(15.8) 2 (2.6)

Diarrhea 29 (38.7) 3 (4.0) 13 (17.1) 0 SIS
Dry mouth 30 (40.0) 0 12 (15.8) 0

Cough 20 (26.7) 0 18 (23.7) 0

Bilirubin increase 20 (26.7) 1(1.3) 11 (14.5) 0

Hypertension 23 (30.7) 8(107)  8(10.5) 2 (2.6)

Constipation 17 (22.7) 0 10 (13.2) 0

Hyperuricemia 15 (20.0) 0 8 (10.5) 0

Other AEs of special Interest
Hypersensitivity 5(6.7) 0 0 0
ECG QT prolongation 7(9.3) 1(1.3) 1(1.3) 1(1.3)
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Conclusions

Selpercatinib demonstrated a statistically significant and clinically meaningful event-free
survival improvement in patients with RET fusion-positive NSCLC versus placebo

- HR 0.17 (p<0.001) in the stage II-IlIA population

- Consistent clinical benefit was observed across predefined subgroups and by blinded independent
central review

Selpercatinib AEs were generally consistent with known safety profile
- Grade 23 TEAEs were managed with dose modifications

- TEAEs leading to discontinuations were mostly due to low grade events

Results reinforce the value of comprehensive biomarker testing for actionable oncogenic
drivers at the time of diagnosis to inform optimal therapeutic decision-making

Adjuvant selpercatinib should be considered as a new standard of care
in early-stage RET fusion-positive NSCLC
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