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Oncogene Driven Advanced NSCLC

National 2 o )
Comprehensive NCCN Guidelines Version 1.2026
NCCN B Non-Small Cell Lung Cancer

TESTING RESULTS99™

EGFR exon 19 deletion or L858R mutation positive NSCL-21
EGFR S768I, L861Q, and/or G719X mutation positive NSCL-24
EGFR exon 20 insertion mutation positive NSCL-25
KRAS G12C mutation positive NSCL-26
ALK gene fusion positive NSCL-27
ROS1 gene fusion positive NSCL-30
BRAF V600E mutation positive NSCL-32
NTRK1/2/3 gene fusion positive NSCL-33
MET exon 14 skipping mutation positive NSCL-34
RET gene fusion positive NSCL-35
ERBB2 (HER2) mutation positive NSCL-36
NRG1 gene fusion positive NSCL-37
PD-L1 21% and negative for actionable biomarkers above NSCL-38
PD-L1 <1% and negative for actionable biomarkers above NSCL-39

Other genes
9%

NSCL-20. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form
without the express written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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BRAF-mutated NSCLC: Biology
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« V600 mutant *  Non-V600 mutant «  Non-V600 mutant
= Kinase activated +  Kinase activated = Kinase impaired
= RAS-independent * RAS-independent «  RAS-dependent
« BRAF monomers + BRAF dimers «  BRAF heterodimers

V600E, V60OoK, VeooD K601E, K601N, K601T
V600R, V6oOM L597Q, L597V, G469A

G469V, G469R, G464V
G464E, Fusion Proteins
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D287H, V459L, G466V
G466E, G466A, S467L
G469E, N5815, N581l
D594N, D594G, D594A
D594H, F595L, G596D
G596R

| Class | I Class Il 1 Class lll |
®V600 = K601E = 1597 m G469 m G464V m GS96R w D594 m NS81 m G466 m D287Y

A

Yaeger et al. Can Discov 2019, Dankner et al. Oncogene 2018, Dagogo-Jack et al. CCR 2019
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BRAF-mutated NSCLC: BRAF + MEK Inhibition
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Keratocanthomas

Dabrafenib RR- 33%, PFS- 5.5 mo

Previously Treated |

VE-Basket trial AcSe trial BRF113928 BRF113928
vemurafenib vemurafenib dabrafenib Dabrafenib Plus
(n=20) (n=100) (n=78) Trametinib
(n=57)
Male 14 (70%) - 39 (50%) 29 (51%)
Never smoker 7 (35%) - 29 (37%) 16 (28%)
ORR % (95% CI) 42 (20-67) 449 33 (23-45) 67 (53-79)
PFS, median (95% CI) 7.3(3.5-10.8) 5.2 5.5(3.4-7.3) 10.2 (6.9-16.7)
0S8, median (95% Cl) NA 93 12.7 (7.3-16.3) 18.2 (14.3-NE)

Yaeger et al. Can Discov 2019, Planchard et al. Lancet Oncol 2016
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BRAF-mutated NSCLC: BRAF + MEK Inhibition

BRAF VG00E MUTATION'™

BRAF V600E
mutation
discovered

prior to first-line
systemic therapy

BRAF V600E
mutation

BRAF V600E
mutation
discovered
during first-line
systemic therapy

—

FIRST-LINE THERAPYW

Preferred
Dabrafenib/Trametinib™"W
or
Binimetinib/Encorafenib™W

Useful in Certain_
Circumstances
DabrafenibWW:Im

Vemurafeni

or

_—
bww. nr

Other Recommended

e

Systemic Therapy »

(NSCL-K 1 of 6)

Complete planned
systemic therapy, including
maintenance therapy,

Progression—>

Progression—

Progression—

SUBSEQUENT THERAPYYY

Systemic Therapy
(NSCL-K 1 of 6)

Dabrafenib/Trametinib™"
or
Binimetinib/Encorafenib

Systemic
Therapy,

and start Dabrafenib/
Trametinib™ or Binimetinib/
Encorafenib

or

Interrupt current therapy
and start Dabrafenib/
Trametinib™" or Binimetinib/
Encorafenib

i _—
Progression Subsequent

(NSCL-K 5 of 6)

Systemic Therapy

— Progression—b (NSCL~K 1 of s]

NCCN Guidelines® for NSCLC (V1.2026). NSCL-32. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express
written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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BRAF-mutated NSCLC: BRAF + MEK Inhibition

Response Rate in Treatment Naive Patients

—
BNmanenntesnttrannanaaeassene Ml e = e
’E ::: | ‘ E 40 4 N Not evaluable
::!’ _;[.. g 20 4
zzf =0 £ 20
‘: ::: Best Confirmed Responae | 5 -60 1
=100 E -100 4
Treatment naive cohort (n=36) Treatment naive cohort (n=59
ORR: 63.9% ORR 75%
DCR: 75.0% DCR at 24 weeks: 64%
Dabrafenib + Trametinib Encorafenib + Binimetinib
Planchard, et al, JTO 2021 Riely, et al JCO 2023
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BRAF-mutated NSCLC: BRAF + MEK Inhibition
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Dabrafenib + Trametinib

Planchard, et al, JTO 2021

AUASAMA AT BIRMINGHAM SCHOOL OF MEDICINE

100.

804

704

601

504

404

304

Progression-free survival, %

20

Treatment naive (n=59)

68%

No. of PFS events, n (%) 28 (47)
Median duration of follow-up 33.3
for PFS (95% Cl), months (30.4, 41.3)
Median PFS (95% CI), months 30.2
(15.7, NE)

No. at risk
Treatmentnaive 59

45

36 30

28

23

22

28 32 36 40 44 48 52 56

Months
20 16 10 10 7 4 3 0

Encorafenib + Binimetinib

Riely, et al ESMO 2024
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BRAF-mutated

AE >10% (not all TRAE)
Grade 1-2  Geade 3 Grade 4 Grade 5,
Totsl 1028%) 23 164%) 2(6%) 16%)
Pyreria 196N 401w o °
Novwes 20(56%) [ o o
Darthoea uam 10w o -]
Fatigue BEes) 0 o o
Peripheral oederna BO6N) 0 o o
Vemaing 95w 3w o o
Doy skin uEN o 0 o
Do reaned appet e 2@ o 0 o
Chilly 905%) [ o o
Maadache 905%) 0 o °
Rash T09% 10w} ] o
[ 802%) 0 o o
Cough 802%) 0 o o
Alarvee amsnotransierase ncreme 2(6%) 4(1%) o ]
Dpproes 401%) 206%) o o
Hypotemon 40s) 206%) o °
Back pain 607%) o 0 o
Weght decteane 60 (] ] ]
Abdominal pan 4w 16%) o ]
Anaeia 4(11%) 18%) ] ]
Arthraigu 4(11%) 18%) o °
Comtpaton 5% 0 0 ]
tsomvia 5 04%) 0 o °
[ 504%) ] ° °
Fypertemon 0 40 o o
Hyponatrsema 2i6%) 2(6%) o o
Aspartate amenotranfenne e I8 1G%) 0 o
P 3@ 1G%) o o
Prarit, 1w 16w o 0
Pairyim extremity 1@w) 16%) o 0
Erytherma 4(11w) o o 0
Dysphonis 1wy ° L] o
Mabane 4w o o ]
Mo domkedetal hest pan 4(11%) ] o )
Urinary tract infection 4(1ix) o o o
Deoryehr atsan 206%) 1G%) ° 0
Epection acton decrase 10% 26%) o o
Pudrmonary ermbosm 10%) 206%) 0 o
Weght irure e 2(6%) 10%) 0 o
(Tabie 3 contires on next page)

+ Pyrexia not observed with
encorafenib/binimetinib

+ Similar rates of nausea, vomiting,
diarrhea, fatigue

* LFT elevations similar

Rates of Drug
Interruption/Discontinuation
D/T. E/B
* Discontinuation- 12% , 15%
* Dose Interruption- 61%, 44%
* Dose Reduction- 35%, 24%

Dabrafenib + Trametinib
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NSCLC: BRAF + MEK Inhibition

TABLE 3. Incidence of TRAEs of Any Grade 210% in All Patients

Overall (N = 98)

AE Preferred Term Any Grade Grade 3 Grade 4
Any TRAES, No. (%) 92 (94) 37 (38) 33
Nausea 49 (50) 3(3) 0
Diarrhea 42 (43) 4(4) 0
Fatigue 31(32) 2(2) 0
Vomiting 28 (29) 1(1) 0
Anemia 18 (18) 3(3) 0
Vision blurred 17(17) 1(1) 0
Constipation 13 (13) 0 0
ALT increased 12(12) 5(5) 0
AST increased 12(12) 7(7) 0
Pruritus 12(12) 0 0
Blood creatine phosphokinase 11(11) 0 0

increased
Peripheral edema 11(11) 0 0
Abdominal pain 10 (10) 0 0
Alopecia 10 (10) 0 0
Asthenia 10 (10) 3(3) 0
Dry skin 10 (10) 0 0

_-— )
Abbreviation: TRAE, treatment-related adverse event.
*Grade 4 TRAEs were colitis, disseminated intravascular coagulation,

increased gamma-glutamyl transferase, and hyponatremia. One patient

can have multiple TRAEs.

Encorafenib + Binimetinib

Planchard et al. Lancet 2016, Riely et al. JCO 2023
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BRAF-mutated NSCLC: BRAF + MEK Inhibition

Objective response rate

B
Median PFS,
First-line treatment N hs (95% CI)
= [CI:CT 88 956 (5.3-16.4)
= BRAFH+MEKI 196 122 (9.3-15.9)
P=0.03 HR: 1.13; 95% CI, 0.83-1.53; P=0.43
Adjusted HR: 1.21; 95% Cl, 0.87-1.68; P=0.26
100%
62.7% PV T
488% y e
8 so%
(=%
)
& 25%
0%

0 6 12

ICItCT BRAFi+MEKi
(N=82) (N=193)
First-ine treatment

=196 122 79
- 88 44 27

18 24 30 36

Months from first-line treatment start

51 37 27 17
21 16 14 12

c

Subgroup N PFSHR(95%CI) P value Favors ICICT Favors BRAFi+MEKi
Overall 284 1.13(0.83-1.53) 043 ——
A s, <70 159 1.15(0.76-1.73 0.51 B
b 270 125 1.10 fu.sm.u; 070 ———
Sex Male 136 1.1750.77-1.79 0.46 ——
Female 148 111(0.72-1.7 0.63 EEEE
IS"M status Ever 191 0.99 (0.68-1.43 095 ——
i Never 91 15421.0(-;3.55; 0.03 e .
ECOGPS 0-1 228 1.31(0.93-1.84 0.12 [ —
22 44 o~76$8,g¢1.71 051 ———
PD-L1TPS 250% 134 093(061-1.42 0.74 R S —
1-49% 83 1.31(0.70-243 040 — e
21% 217 1.05(0.75-1.48 0.78 —
<1% 39 1.11(0.36-3.40 0.86 -
Metastatic sites >3 32 0.51(0.19-143 0.20 —
<3 252 12620.91-1‘74 0.16 Hr——
Brain metastasis Yes 48 0.95(0.49-1.87 0.89 e
No 236 114 fu.s1-1.e1; 0.45 —
Bone metastasis Yes 106 1.13 {0.72—1 ,77; 0.61 —t
No 178 1.08(0.71-1.64 0.71 B —
Liver metastasis mgs 243% ?%? sgg&} g; g% —0—-—:—
’ 05 1 15 2 25 3
Hazard ratio (HR)

(A) Objective response rate, and (B) progression-free survival by first-line treatment. (C) Subgroup analysis of
progression-free survival by first-line treatment.

* Overall Survival was superior with chemoimmunotherapy, especially in patients with smoking exposure
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Di Frederico et al., ASCO 2025

@ADesaiMD
Aakash Desai, MBBS, MPH

© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




MET as an oncogene driver: Biology

Gene level detection

MET fusion
Protein level detection
METex14
[T MET

overexpression

o1

Sema

]

Fusion
partners
=TPR
= CLIP2
*TFG

| Exon 14 skipping |
I Tyrosine kinase constitutive activation I
|
Oncogene addiction
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FGFR1 or FGFR2 0.7%

MAP2K10.7%

RBBZ amplification 2.7%—
plification 2.5%

RET fusion 2.3%
ROS1 fusion 1.9%

ALK fusion 4.4%

ERBB2 3.8%

NF1 truncation 1.9%

IRIT10.2%

Skoulidis et al., Nat Rev Cancer 2021

@ADesaiMD
Aakash Desai, MBBS, MPH

© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




MET ex 14 skipping mutation: Management

Point mutations, insertions or deletions, or large-scale whole-exon deletions that cause
exon 14 (L964 - D1010) with the CBL binding site (Y1003) to be deleted from the
expressed MET protein.
* Y1003 mutations disrupt the CBL binding site

» D1010 mutations affect the exon 14 to 15 splice site

Non-selective

Crizotinib

Crizotinib
PROFILE-001

Sample Size 1L+
N=69

72

58%

32%
(1L 25%, 2L+ 37%)

mDOR (mo) 9.1
mPFS (mo) 73

UNIVERSITY OF

] .‘1>_J
1 5 ,
y 5 {
r ]
r °
w
Capmatinib Tepotinib
Capmatinib Tepotinib
GEOMETRY-mono-1 VISION
1L 2L+ 1L 2L+
N=60 N=100 N=137 N=138
71 71 75 71
>75y: 50% >75y: 36%
68% 56% 50% 51%
67% 44% 54% 45%
12.6 9.7 32.7 111
12.3 55 126 10.9

Savolitinib
Savolitinib
NCT02897479
L 2L+
N=28 N=42
69 (1L+)
>75y: 43% >75y: 10%
41% (1L+)
46% 41%
5.6 9.7
5.6 6.9

Drilon et al Nat Med 2020, Wolf et al NEJM 2020, Paik et al NEJM 2020, Wolf et al ASCO 2021, Felip et al WCLC 2021, Lu et al Lancet Resp Med 2021
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MET ex 14 TKls: Toxicity

Tepotinib Capmatinib

Safety Population (n=152) NSCLC with MET Exon 14
Variable Ski i Mutati
All Grades Grade 1-2 Grade 3 I Grade 4 = PR “ =
Cohort 4 Cohort 5b Cohort 1a
Adverse Events number of patients (percent) (N —69) (N—28) (N —69)
Any aiverse ven 1350490 [ 50610 [ 050 [ 3020 -k o ETE ETE
Peripheral edema 96.0 (63.0) 85.0 (56.0) 11.0(7.0) 0 I Adverse events
Nausea 39.0 (26.0) | 38.0(25.0) 1.0 (1.0) o Any event — no. (26) 68 (99) 52 (75) 28 (100) 21 (75) 67 (97) 48 (70)
Most t
Diarrhea 33.0 (22.0) | 32.0(21.0) 1.0 (1.0) ] == Comnmomzsiﬁ-" *
Blood creatinine increased 27.0 (18.0) | 26.0 (17.0) 1.0 (1.0) [ | |_Peripheral edema 37 (S4) 10 A4) 21 (75) 3 (A1) 34 (49) s (7 |
; E Nauseadt 32 (46) [5) 13 (46) [5) 32 (46) 5 (7)
Hypoalbuminemia 24.0(16.0) 21.0(14.0) 3.0 (2.0) 4] Vomiting% 18 (26) o 7 (25) o 24 (35) s (7)
Amylase increased 17.0(11.20 13.0 (9.0) 3.0 (2.0) 1.0 (1.0) | Blood creatinine 23 (33) o 10 (36) o 16 (23) o |
increased
Lipase increased 13.0 (5.0) 9.0 (6.0) 4.0 (3.0) (1] P T—— 19 (28) 7 (10) 6 (21) 2 (7) 13 (19) 4 (6)
Asthenia 12.0 (8.0) 11.0 (7.0) 1.0 (1.0) ] Fatigue 18 (26) 6 (9) 4 (14) 1 (4) 11 (16) 1 (1)
Decreased appetite 12.0 (8.0) 11.0(7.0) 1.0 (1.0) 0 De:;::f_-‘:ﬁc-:- 15 (22) 1 (1) 8 (29) o 15 (22) 1)
Pleural effusion 12.0 (8.0) 8.0 (5.0) 4.0 (3.0) 0 Constipation 10 (14) 2 (3) 4 (14) o 16 (23) o
Alopecis 12.0 (8.0) 12.0 (8.0) 0 P Diarrhea 12 (17) o s (18) o 19 (28) 1 (1)
— = P Cough 10 (14) 1 (1) 7 (25) o 9 (13) 1 (1)
Fatigue 11.0.(7.0) 10.047.0) 1:0:(1.9) ks Back pain 11 (16) 2 (3) 4 (14) o 8 (12) o
Alanine aminotransferase increased 11.0 (7.0) 7.0 (5.0) 3.0 (2.0) 1.0 (1.0) Pyrexia 29 (13) 1 (1) 2 (7) o 10 (14) o
Aspartate aminotransferase increased 10.0 (7.0) 7.0 (5.0) 2.0 (1.0) 1.0 (1.0) ALT increased 8 (12) 6 (9) 4 (14) 2 (7) 12 (17) 7 (10)
— " - 5 o Asthenia 6 (9) 3 (4) 4 (14) 2 (7) 6 (9) 3 (4)
omiting 060 0 (6.0 Prneumonia 7 (10) 4 (6) 2 (7) o 12 (17) 3 (4)
General edema 9.0 (6.0) 5.0 (3.0) 4.0 (3.0) 1] Weight loss 9 (13) o 3 (11) o 7 (10) 1 (1)
Upper abdominal pain 8.0 (5.0) 8.0 (5.0) 0 0 Nm::i;d'ac chest S 1 (1) 1 (4) o 10 (14) 2 (3)

Wolf et al NEJM 2020, Paik et al NEJM 2020
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MET amplification: Role of TKis?

¢+ For high copy number >10
ORR 40-42%, PFS 4.1-4.2 months
++ NCCN recommends TKI for MET amp

% Geometry-mono-1 trial (capmatinib)
GCN >10 vs. GCN <10

BTN

Prior Rx Yes

ORR 29% 40% 7-12%
DoR (mon) 8.3 7.5 Variable
PFS (mon) 4.1 4.1 2.7-3.6
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++ VISION trial (tepotinib)
ctDNA METamp >2.5 ~ tissue METamp >10

PR

Best overall sD
response,
n (%) PD

NE

ORR, n (%)
[95% CI]

60 33L

40 2L
20 3L 3L

(=]

-2
-40
-60
-80

(=]

-100

I 77 T N

10 (41.7) 5(71.4) 3(30.0) 2(28.6)
1(4.2) 0 1(10.0) 0
5 (20.8) 1(14.3) 2(20.0) 2(28.6)
8 (33.3) 1(14.3) 4 (40.0) 3 (42.9)
10 (41.7) 5(71.4) 3 (30.0) 2(28.6)
[22.1,63.4] [29.0, 96.3] 6.7,65.2] [3.7,71.0]

ORR 42% PFS 4.2 months

‘IL 2L 1LI I
2L 2L 1L 2L
3L 3L

20 1L 9 1L

Wolf et al NEJM 2020, Le et al. ASCO 2021
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HER2 Mutant NSCLC: Biology

HER2 HER2 (or other dimer
partner)

Extracellular

P
P N Y Py P e e L i L

Intracellular

Oncogenic alterations reported by OncoKB&COSMIC (71.8%)

c 534
g e Missense
S Infra
B G776delinsVC (7.8%) ® Inirame

=]
= G776delinsLC (1.2%) 778, FT80dup (4.8%)
) )_| up (4.9%
o S310F (8.5%) L755P (2.3%)
& R143Q (0.6%) ?S310Y (2.1%)  E503K (0.1%) V359E.(3-9%)\ VIT7L (1.3%)

. . * 8 00 . ° . e @ o.{o & oe e .
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HER2

HER2

e Pl ppror e PoboPec s proprd

HER2 HER2

HER2 Overexpression
Detection: IHC based on
membrane staining

o PP P oo PP PevpPors

Y772_A775dup (58.0%)
L

Uy et al Cancers 2022; Ren et al. ESMO Open 2022
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HERZ2 Mutant NSCLC: Treatment Options

ERBB2 (HER2) MUTATION'SSS
FIRST-LINE THERAPY

ERBB2 . Tumor
(HER2) — Sh)llgéeinkc:hefrgpy___ response
mutation'™ NSCL-K10t6) evaluation

Progression*>

SUBSEQUENT THERAPYW

Preferred

Fam-trastuzumab deruxtecan-nxKki
or

Zongertinib

Useful in Certain Circumstances
Ado-trastuzumab emtansine

Progression—»

Systemic
Therapy.
Subsequent

(NSCL-K 5 of 6]

Preferred
Fam-trastuzumab
deruxtecan-nxKki
or

Zongertinib
Useful in Certain
Circumstances

Ado-trastuzumab emtansine

Progression
If not received previously,
Fam-trastuzumab deruxtecan-nxki
or
* | Ado-trastuzumab emtansine
or
—» |Zongertinib
or
Systemic Therapy, Subsequent
(NSCL-K 5 of 6)
Progression <
Progression+
Response 4-6 Tumor —
or stable |»|cycles response
disease (total)!l evaluation
Response
or stable |—
disease

Maintenance
therapy
(NSCL-K 4 of 6)

NCCN Guidelines® for NSCLC (V1.2026). NSCL-36. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced
in any form without the express written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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’—hProgression

Camidge et al ASCO 2025
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Assess risk of:

Neutropenia

HER2 Mutant NSCLC: 2L T-DXd

If high risk for febrile
neutropenia, add primary >
G-CSF prophylaxis

If Grade =3 neutropenia, consider secondary G-CSF Adverse event

Prior to treatment

During treatment

or modify dose as per P, if clinically indicated

Anemia CBC with differential N If Grade =3 anemia, consider RBC transfusion, oral or IV Determine Regular CT or Every Every Every
at each visit? iron therapy or modify dose as per PI, if clinically indicate patient eligibility non-contrast A wks wis s
Tramboe tonanis If Grade =3 thrombocytopenia, consider platelet transfusion Nf_’ current, suspeced or HRCT hem . ——
ytop or modify dose as per P, if clinically indicated prior history of ILD/ Baseline if clinically if clinically if clinically
pneumonitis or significant indicated or indicated or indicated or
Inform patients pulmonary disease reimbursed reimbursed reimbursed
about fatigue
Enc_ourage patients to: ©'© Be vigilant for treatable causes of fatigue at every visit® Edu_cate patients| ég{,l;;zteﬁszy;@z:‘:ﬂ::,:;s;: A o
« Join support groups on signs and symptoms - £
« Perform low o of ILD/pneumonitis® ##6-weekly CT scanning SpO, or
(ST z . : o
intensity excises Q Provide encouragement and support at every visit frequency cannot be met exertional SpO, Baseline At every visit
« Practice meditation b=
Empower caregivers
Inform patients Assess risk Low risk N Add NK1, = | Assess emesis
about alopecia of hausea 5-HT3 +DEX if uncontrolled > (@ control at
- Recommend styling and vomiting w every visit
i >
technlques Provide encouragement and support at every visit " High risk . Delayed Consider tapering
« Advise to keep On 1 Add olanzapine, » :
hair sh 5-HT3 +DEX > ” trolied nausea, DEX for patients
alr.short +NK1 Wuncomzalo add olanzapine with acceptable
« Suggest the use emesis control

of high-quality wigs

Assess risk of
LVEF decrease

Perform tests to measure cardiac function'

Li et al. NEJM 2023, Chiu et al. Drug Safety 2023
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HER2 Mutant NSCLC: 2L Zongertinib
BEAMION LUNG-1 PHASE IB

o Phase b (Dose Expansion
Selected dose after interim futility analysis: zongertinib 120 mg QD
Cu

previously treated patients with HERZ-mutant
advanced NSCLC

. :
(data not yet available)

Cohort 1 | Patients with TKD mutations*

| Patients with TKD mutations and
| prior HER2-directed ADC treatment

Cohort 3 : Patients with non-TKD mutations*

LM R e A &Y ElRMiNGHAM SCHOOL OF MEDICINE

Efficacy

Cohort 1 (N: 75)

* ORR71%; DoR 14 m; mPFS 12.4 m

* Brain (N: 27): ICORR 41%

Cohort 5 (N. 31)

* ORR48%, ; mDoR 5.3 m; mPFS 6.8 m
* Previous T-DXd (N: 22): ORR 41%

FDA Approved

Safety

17% TRAE G >3 ( AST, ALT)
Diarrhea 56% (1% G3)
Rash 33% (no G3)

Dose reduction 7%
Discontinuation 3%

No ILD

Drug-related AEs?, n (%) Al Gz

Any T3(97) 13(17) [— ]
COhort 3 (N 20). Diarrhead 42(56) 1(1) m
’ Rashd 25(33) 0 =
AST increased 18 (24) 4 (%) N |
e Pt watety %) ALT increased 16 (21) 6(8)
* ORR30% §. L1 = < Nausea 11(15) 0O 1-
' i Dryskin 11(15) 0 1
N o= - e sl i Pruritus 10(13) 0 ]
== WBC count decreased 10(13) 0 ] e 2
ey g - Anemia 9(12) 0 [ ] =3
| =] phil count 8¢ 1 "M ua
Nail disorder 8 (11) o

Heymach et al NEJM 2025
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HER2 Mutant NSCLC: 1L Options #ESMO25

Zongertinib in Treatment-Naive Patients: Tumor Response

0_
Confirmed
response by BICR N =74*
(RECIST v1.1) -
ORR 7% g5
95% Cl 66-85 =
2 .40
p valuet <0.0001 %
CR, n (%) 68 2
PR, n (%) 51(69) £ -60-
DCR 96% 2
95% Cl 89-99 %
SD, n (%) 14 (19)
PD, n (%) 1o |

Mutation type CUULUEELEUEEUES0EEEERUEER USROS S SEE SN EEEENRUN NN SN

Clinical benefit was observed with zongertinib in all patients, irrespective of HER2 mutation type

Popat et al ESMO 2025

ADesaiMD
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HER2 Mutant NSCLC: 1L Options #ESMO25
Sevabertinib [l_Not FDA Approved]

(Cohort F:

Best Percent Change in the Sum of the Longest Diameters of the Target Lesions

reatment

Best Overall Response: [0 Complete response

60 Cohort D (N=81)
40+

=3

§ 20

G 0ff

g -204

o

i 60+
-80

~100

60
40+
204
0+
-204
-40-
-60
-80-

-100

Cohort E (N=55)

B YVMA [ Other ex20ins B Point mutation 1 NA
vttt ||| 0

B TKD ® NonTKD 0O NA
insentonr=s 111111 11 101 A T

O No @ Yes
Previous Lines of Therapy m‘ﬂmll‘“lm mmﬂmmﬂ‘
D00l @2 ma23 ALY il 1
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aive)

[ Partial response [ Stable disease [l Progressive disease [] Not evaluable

60~
40+
20
0+
-204

Cohort F (N=73)

L

Le etal. NEJM 2025
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ROS1 fusion NSCLC: Biology

c ™ Tyrosine KD
(exon 33) (exons 36-41)

qu;.xlonl 1 TH 43

ROS1 fusion breakpoints
NSCLC

CD74-ROS! (long) (exon 32) RN TKD—

+
CD74-ROS1 (short) (exon u;m
EZR-ROS1 (exon 34) {:E
SLC34A2-ROS1 (long) (exon 32) q_E—
SLC34A2-ROS1 (short) (exon 34) -':E—
SDC4-ROS1 (long) (exon 32) q E—

SDC4-ROS1 (short) (exon 34)

Glioblastoma
GOPC-ROS1 (long) (exon 35) KD

t
GOPC-ROS! (short) (exon 35) [_[T]__| LRD}—
t

Domains IMT

[ Ferm o L] KD

| R YWHAE-ROS1 (exon 36) [JIIKDI—

1Y '

|' cC Spitzoid neoplasms

froz PWWP2A-ROS1 (exon 36) [JTKD_}—
t

00 | perige1-r0s1 texon 35) [T IRDE—

t
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NSCLC

= CD74

= E7R

= SDC4

= SLC34A2

= TPM3 ROST REARRANGEMENT""
ZCCHCS8

Other

ROS1 rearrangement
discovered prior to
first-line systemic
therapy

ROS1
rearrangement

FIRST-LINE THERAPY™

Preferred
CrizotinibSS

or
EntrectinibSs:00°
or
Repotrectinib$$:0°°
or
Taletrectinib$$:99°

NCCN Guidelines® for NSCLC (V1.2026). NSCL-30. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved.
These guidelines and this illustration may not be reproduced in any form without the express written permission of
NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.

Drilon et al. Nat Rev Cancer 2021
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ROS1 fusion NSCLC: Treatment Options

mPFS )
ORR (%) (months) | CNS response G2032R _ On-target acquired
(TKI naive, (TKI naive, rate (TKI naive, response Common side effects resistance
prior TKI) prior TKI) prior TKI) rate (> 30%, any grade) mechanisms
Crizotinib?* 72%,N/A  15.9-19.2, N/A N/A N/A Vision disorder (87%), nausea (51%), G2032R, D2033N,
(FDA approved 2016) diarrhea (45%), vomiting (38%), S1986F7

elevated transaminases (36%),
constipation (34%)

Entrectinib®10 68%, 11%? 15 4 80%, 11%* N/A Dysgeusia (41%), dizziness (37%), G2032R, F2004C/I
(FDA approved 2019) weight gain (34%), constipation (32%)
Lorlatinib®'® 62%, 35%" 210,85 64%, 50%" 0% Hypercholesterolemia (65%), G2032R, L2086F,
(NCCN listed as 2L, hypertriglyceridemia (42%), edema S1986F L2000V7
not FDA approved) (39%), peripheral neuropathy (35%)
Repotrectinib®® 79%, 38%"° 35.7,9.0° 89%, 38%° 59% Dizziness (62%), dysgeusia (53%), L2086F and G2032R
(FDA approved 2024) Constipation (38%), anemia (38%), (only in TK|-pretreated
paresthesia (34%) population)
Taletrectinib'1617 89%, 56%° 45.6,7.6° 77%, 66%:° 62% Increased AST (72%), increased ALT Awaiting additional
ENA annr in (68%), diarrhea (63%), nausea (47%)  data in patients
SFPLU\ ?DP foved vomiting (43%), anemia (37%)
Zidesamtinib'®1® Pending®, NRY 12.1 Pending?, 57%  65%° 38%' None > 30%, most common: Awaiting additional
(FDA Breakthrough 73%"°, 44% (2+ TKls) peripheral edema (18%), transaminase  data in patients
Designation) (2+ TKls) increase (12%)

Hsu et al. ASCO Daily News 2025
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RET fusion NSCLC: Biology

Non-small cell lung cancer (2%)

Papillary and other
thyroid cancers (10-20%)

{ v/ Pancreatic cancer (<1%)
1 ;
1 Salivary gland cancer (<1%)

Spitz tumors (<1%)
Colorectal cancer (<1%)
Qvarian cancer (<1%)
, A | Myeloproliferative disorders (<1%)
‘ Many others (<1%)

YYY I
1 A o L -

‘ Po®®

=...Dimenzation___~,

KIFSB (most common in lung cancer)
CCDC6 or NCOA4 (most commeon in thyroid cancer)

RET mutations
~10% of pralsetinib
resistance

e .

E
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RET mutations (isolated)
8% of selpercatinib
resistance

Mixed

RET mt 8%

8%

Unknown
38%

Bypass
46%

A
RET
L - 1 ] —_—
™ TK domain
B Rer
™ | TKdoman
\ L] :l 1 ]
Yenz
KIF5B-RET —
Kinsin motor Comd<col  TKgoman
o | — - ™
KIF5B
Kinasin motor V' Coted<col

Parimi et al. Nat Rev Cancer 2021
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RET fusion NSCLC: Treatment Options

Multikinase Inhibitors (MKIs Selective RET Inhibitors Median Progression-free Survival
) . Pralsetinib Selpercatinib Intention-t&;reatrffmbrolizumab Overall ;’ntenlli;{n-to-Treat
Caboeantinib vandesih (BLU-GGT) (Loxo-zgz) HR for m;rr.asvo;t:;';?:un or death, HR for (115:-35:);5:?3[:::”1 or death,
~ )q:—"" ' 0.46 (95% Cl, 0.31-0.70); P<0.001 0.48 (95% Cl, 0.33-0.70); P<0.001
\ i \ ’ 24.8 24.8
l 3 L “ | . -u.2 . -“-2
Selpercatinib Pralsstinib "7 Selpercatinib  Control Selpercatinib  Control
Previous-platinum (N = 105) Previous-platinum (N = 87) e(ﬁfjaz;p" ' 15','3'; eﬁiﬁ;; ' frffu?;)
ORR = 64% (95%Cl: 54-73) ORR = 61% (95%Cl: 50-71)
0, . =)
"‘( 9(‘-;;/2"?';];27-0 N";{;‘) DOR'= NR (95%Cl: 15.2 - nR) CONCLUSIONS
e BESENIM (959%cCI: 8.3 - 22.1) In patients with RET fusion—positive advanced NSCLC,

Treatment-naive (N = 39) Treatment-naive (N = 27) ﬁ%‘ﬁ:‘mﬁ I asoctated w;:‘;;:ﬁfo rogms- "

ORR = 85% (95%Cl: 76 — 97) ORR = 70% (95%Cl: 50 — 86)
(95%Cl: 12 = NR) DOR = 9.0m (95%Cl: 6.3 - NR)
(13.8 - NR) BESISIGHI 95%C1: 6.1 - 13.0)

-9

-
]
o
o0
8
€
@
g
]
o

Selpercatinib Control

Subbiah et al. Nat Med 2022, Zhou et al. NEJM 2023
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RET fusion targeted TKils: Toxicity

e
Hair Color Changes L N sl

URT lnlecnon DYSQ‘?“S“’ 0 Weight Loss i
Decreased Appetite Il
Musculoskeletal Pain |
Edema mm

.‘

“

”7"%

Gl Symptoms

M Hypertension Acneiform Dermatitis

ab Abnormalities

L

Diarrhea mE N
Constipation @l
Abdominal Pain mm
Nausea Ml

Oral Pain @

| Cab inib M Vandetanib Pralsetinib

M Selpercatinib

LM R e A &Y ElRMiNGHAM SCHOOL OF MEDICINE

Erectile Dysfunction |

Fatigue @l

Nardo et al. Cell Reports Medicine 2023
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NTRK fusion NSCLC: Biology

NTRK1/2/3 GENE FUSION™

NTRK1/2/3
gene fusion
discovered
prior to first-
line systemic

/
é therapy
;

Y\ NTRK1/2/3

gene fusion
A%

NTRK1/2/3
gene fusion
discovered
during first-
line systemic
therapy

FIRST-LINE THERAPYW

Preferred
Entrectinib™W
or
LarotrectinibWW
or
Repotrectinib™W

Useful in Certain
Circumstances
Systemic Therapy
(NSCL-K 1 of 6)

Interrupt current
therapy?3@ and
start Entrectinib

or Larotrectinib or

Repotrectinib

SUBSEQUENT THERAPYYW

Repotrectinib

(if not previously Systemic Therapy

(NSCL-K 1 of 6)

—» Progression—»

Progression—» glrven)

Systemic Therapy Systemic
(NSCL-K 1 of 6) Therapy,
Subsequent
(NSCL-K 5 of 6)
Repotrectinib T
(if not .
Entrectinib previously Progression
or given)
— Progression-»|Larotrectinib Progression— |or
or Systemic
Repotrectinib Therapy,
Subsequent
(NSCL-K 5 of 6)

Repotrectinib
(if not previously

- Progression> glrven)

Systemic Therapy
(NSCL-K 1 of 6)

— Progression—»

Systemic Therapy
(NSCL-K 1 of 6)

NCCN Guidelines® for NSCLC (V1.2026). NSCL-33. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be
reproduced in any form without the express written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org. Repetto et al. Cancer Treatment Reviews 2024
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NTRK fusion NSCLC: Treatment

Larotrectinib in NTRK Fusion—Positive Cancers

Antitumor Activity (n = 1537)

B Appendix
B Unknown primary

[ Breast
= colon

B Bone sarcoma

50 1 mm Cholangiocarcinoma

40 {
301

104

01
104
204
30
-40 4
04
-60
704

Next-Generation TRK Inhibitors:

Change in Tumor Burden in TRK TKI Naive (n = 40)

80 -
-1004
-110 4,

Maximum Change in Tumor Size (%)

W NSCLC
[ Sarcoma, soft tissue
B Breast cancer

[ Peripheral nerve sheath tumor
@ Glioblastoma

W Thyroid cancer
0O Salivary gland cancer

£ gf.lOO' B Colorectal cancer

Hong. Lancet Qncol, 2020,21 E -E 8 -

Qngol, 2020; P DO = = s o o e S e e e T 2048

25
2 E 5ol
: il SR, 20
E £-401 -40
E 2-60; 60
3 @-80
= 3,00{ CORR (n = 40): 58% (95% CI: 41-73) -80

= CR,n(%):5(12)
PR, n (%): 18 (45)
CBR: 80% (95% Cl: 64-91)

Median time to response: 1.8 mo (range: 1.6-11.0)

Drilon et al. NEJM 2024
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Change in Tumor Burden in TRK TKI Pretreated (n = 48)

O Head and neck cancer
@ Unknown primary cancer

[l\Rff’T‘_‘B'A"ﬂp p roveﬁ]tﬂa ngiccarcinoma  [J Neuroendocrine tumor

Entrectinib in NTRK Fusion—Positive Cancers

Antitumor Activity (n = 103)"

g
=~ 1004
CRC(n=8) M Head and neck (n=2)
- - NSCLC (n = 20) Gl, other {n = 1)
Re potrectl n I b Thyroid (n = 10) B Pancreatic (n=4)

59.9)

Median follow-up: 25.8 mo.

77777777777777777777777777777777777777 slide credit: clini _:E
cORR (n = 25): 60% (95% ClI: 39-79)
* CR,n(%):0
* PR, n(%): 18 (64-96)
CBR: 84% (95% Cl: 64-96)
Median time to response: 1.9 mo (range: 1.7-3.7)
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NTRK TKils: Toxicity

Dizziness®
- Larotrectinib: 27% (all grades); 1.1% (grade 3-4)
- Entrectinib: 38-39.7% (all grades); 0.8-1.2% (grade = 3)

Ataxia
- Larotrectinib: Not reported
- Entrectinib: 15.7-17% (all grades); 0.8% (grade = 3)

Myalgia
» Larotrectinib: 42% (all grades); 3.9% (grade 3—4)7
= Entrectinib: 19.6-28% (all grades); 0.6-1.1% (grade = 3)*

Dysgeusia
« Larotrectinib: Not reported
« Entrectinib: 42.3-44% (all grades); 0.3-0.4% (grade = 3)

Nausea
* Larotrectinib: 25% (all grades); 0.7% (grade 3-4)
* Entrectinib: 32.1-34% (all grades); 0.3-0.8% (grade = 3)

Vomiting
« Larotrectinib: 25% (all grades); 0.7% (grade 3-4)
« Entrectinib: 23.2-24% (all grades); 0.8-1.2% (grade = 3)

Peripheral sensory neuropathy
= Larotrectinib: Not reported
« Entrectinib: 15.7-18% (all grades); 1.0-1.1% (grade = 3)

Weight gain
- Larotrectinib: 14% (all grades); 3.6% (grade 3-4)
« Entrectinib: 25-26.4% (all grades); 7-7.3% (grade = 3)

Muscular weakness Diarrhoea
» Larotrectinib: 10% (all grades); 0.7% (grade 3-4) « Larotrectinib: 27% (all grades); 1.4% (grade 3-4)
- Entrectinib: 12-12.3% (all grades); 0.8-1.2% (grade = 3) « Entrectinib: 33.5-35% (all grades); 2-2.6% (grade = 3)

Repetto et al. Cancer Treatment Reviews 2024
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NRG1 fusion NSCLC: Biology

(C) . .o Head and Neck Cancer
Tissue-specific THBS1-NRG1, PDE7A-NRG1

sequences Ig—Iike Space Sarcoma (0.16%) | Sino-nasal teratocarcinoma/nasopharynx neuroendocrine tumor
I—l WHSC1L1-NRG1

HMBOX1-NRG1

[ & Lung Cancer (0.26%)
Type | S = CD74-NRG1, SCL3A2-NRGL, SDCA-NRGL, RBPMS-NRGL, WRN-NRGL,
S1 — VAMP2-NRG1, KIFI3B-NRGL, THAP7-NRGL, SMAD4-NRG1, ATP181-
NRG1 \ Unknown Origin “ NRG1, TNC-NRG1 , MDK-NRG1, MRPL13-NRG1, DIP2B-NRG1, ROCK1-
\ y csTMINRGZ: | 1 e T e e NRG1, PARPE-NRG1, DPYSL2-NRGL, ITGB1-NRGL, DOCK5-

NRG1,LMBRD1-NRG1, WDR53-NRG1, ATP5B-NRG1, TANCI-NRG1,

§ SDCBP-NRG1, RAB11FIP1-NRG1, PMOK-NRG1, MRPL13-NRG1,
E LMBRD1-NRG1, EFR3A-NRG1, F11R-NRG1,

CD74-NRG2a*, CDH-NRG2ar*, F11R-NRG2ar*

O

Typell Fo __\%___
NRG1 L o /'L Gall bladder/Cholangiocarcinoma (0.52%) J'
P -

ATP1B1-NRG1, NOTCH2-NRG1 Breast Cancer (0.18%)

Y
CRD P i T DOC4(TENM4)-NRG1 [PPP6R3-TENM4-NRG1], FOXA1-NRG1, AKAP13-
— - H ] Y -AST- o "
Type 1l i Pancreatic Ductal Adenocarcinoma (0.48%) B § 33l ADAM,\?RgEG;I;Egég;iﬁgﬁﬁl’\;;xij:é1’:56 Ho e
NRG1 CD74-NRG1, ROCKL-NRGL, ATPIBI-NRGL | ' i ~ : - SLLLLL
1 APP-NRG1-APP, SARAF-NRG1-CHDS, E Kidney Cancer (0.47%)
CDH1-NRG1, VTCN1-NRG1 e O @ . 5
. { PCM1-NRG1,RBPMS-NRG1 }
™, T
[ Colorectal Cancer (0.06%) } | BiadderCancer (0.11%)
POMK-NRG1 GDF15-NRG1
Uterine Cancer Endometrial Cancer
NRG1-PMEPAL** CPM-NRG2a*,
OPA3-NRG2a*
Ovarian Cancer (0.44%) ( R —
RAB3IL1-NRG1, TSHZ2-NRG1, SETD4-NRG1, ZMYM2- PLPP1-NRG2a* NRG1-STMN2**
NRG1, CLU-NRG1, SPONI-NRG2a* L 4

*NRGZ fusion; **out of frame
Trends in Cancer

Nagasaka et al. Trends in Cancer 2022
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NRG1 fusion NSCLC: Treatment
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Key Takeaways

BRAFmM NSCLC: Class | vs ll/lll, Dabrafenib + trametinib or Encorafenib + binimetinib as BRAF +
MEK inhibitors for V600E

MET-altered NSCLC: MET exon 14 skipping mutation - Crizotinib, Capmatinib and Tepotinib FDA
approved; Teliso-V approved for high MET expressing nonsquamous NSCLC patients

HER2 mutant NSCLC: Second line targeted therapy options: Fam-trastuzumab deruxtexan,
Zongertinib, and ado-trastuzumab emtansine; sequencing remains an open question; TKis
moving to the first line?

ROS1 fusion-positive NSCLC: Multiple TKIs in 1L: Entrectenib, Repotrectinib, Taletrectinib, and
Crizotinib - certain differences in side effect profiles - CNS penetrant drugs preferred

RET fusion-positive NSCLC: Selpercatinib and Pralsetinib remain 1L choices

NTRK fusion-positive NSCLC: Multiple TKis in 1L: Larotrectinib, Entrectinib, Repotrectinib -
certain differences in side effect profiles - CNS penetrant drugs preferred

NRG1 fusion-positive NSCLC: Zenocutuzumab approved in 2L
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