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EGFR Mutational Epidemiology

 ~ 20% to 30% - NSCLC globally

 More common in never-smokers 

 Adenocarcinomas, females, Asians

 Predominantly in EGFR exons 18-21

 Specific mutation is important: 

 Sensitive mutations 

 Primary resistance mutations 

 De novo/acquired resistance mutations

Irmer. Oncogene. 2007;26:5693. Pao. JCO. 2005;23:2556. Wu. J Thorac Oncol. 2007;2:430. Zhang. Oncotarget. 2016:7:78985 
Fang. Drug Des Devel Ther. 2014;8:1595. Shea. Ther Adv Respir Dis. 2016;10:113. Wang. Onco Targets Ther. 2016;9:3711
Werutsky. IASLC 7th Latin American Conference on Lung Cancer 2016. Abstr P1.08

EGFR Kinase Domain Mutations

Ligand Binding Transmembrane Tyrosine Kinase Autophosphorylation
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Exon 19 deletion Exon 21 Substitution 
(L858R)

Uncommon EGFR 
mutations Exon 20 Insertion

What Information will help improve our treatment decisions ?

Are all EGFR mutations equal ? 



Afatinib PI. Dacomitinib PI. Erlotinib PI. Gefitinib PI. Osimertinib PI. Boehrer. Cell Cycle. 2011;10:3168. Togashi. Cancer Chemother Pharmacol. 2012;70:399. Tamiya. ESMO 2016. 
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Parameter Erlotinib Gefitinib Afatinib Dacomitinib Osimertinib

Generation First First Second Second Third

EGFR mutations 
approved for in 
first-line setting

Ex19del, 
Ex21 L858R

Ex19del, 
Ex21 L858R

Ex18 G719X,* 
Ex19del,

Ex20 S768I,*
Ex21 L858R, 
Ex21 L861Q*

Ex19del, 
Ex21 L858R

Ex19del, 
Ex21 L858R†

EGFR binding Reversible Reversible Irreversible Irreversible Irreversible

Half life, hr 36 48 37 59-85 48

Food effect 
(take on empty 
stomach)

Increase F from 
~60% to ~100%

No change Decrease AUC by 
39%

No change No change

CNS penetration, 
AUC ratio

0.03X
CSF/plasma

0.01X CSF/serum 0.02X CSF/plasma CNS activity 
reported

2X 
brain/plasma

EGFR TKIs: Properties

*Uncommon nonresistant EGFR mutations. †Also approved for resistant mutation T790M in second-line setting and a preferred option for 
EGFR G719X, S768I, L861Q per NCCN guidelines.





Available Data on EGFR-VEGF Combination Therapy 
in EGFR+ Advanced NSCLC

Study Phase N Intervention ORR, % Median PFS, Mo Median OS, Mo

BELIEF1,2 II 109 Erlotinib + bevacizumab 77 13.2 28.2

ACCRU1,3 II 88 Erlotinib + bevacizumab vs 
erlotinib 81 vs 83 17.9 vs 13.5

(HR: 0.81)
32.4 vs 50.6

(HR: 1.41; P = .33)

J0255671,4,5 II 154 Erlotinib + bevacizumab vs 
erlotinib 69 vs 64 16.0 vs 9.7

(HR: 0.54)
47.0 vs 47.4

(HR: 0.81; P = .33)

NEJ0261,6,7 III 228 Erlotinib + bevacizumab vs 
erlotinib 72 vs 66 16.9 vs 13.3

(HR: 0.63)
50.7 vs 46.2

(HR: 1.00; P = .97)

ARTemis 
(CTONG 1509)1,8 III 311 Erlotinib + bevacizumab vs 

erlotinib 86 vs 85 18.0 vs 11.3
(HR: 0.55) Not reached

RELAY1,9 III 449 Erlotinib + ramucirumab vs 
erlotinib + placebo 76 vs 75 19.4 vs 12.4

(HR: 0.59) Not reached

MSKCC1,10 I/II 49 Osimertinib + bevacizumab 80 19 Not reached

1. Le. J Thorac Oncol. 2021;16:205. 2. Rosell. Lancet Respir Med. 2017;5:435. 3. Stinchcombe. JAMA Oncol. 2019;5:1448. 4. Seto. Lancet Oncol. 2014;15:1236
5. Yamamoto. Lung Cancer. 2021;151:20. 6. Saito. Lancet Oncol. 2019;20:625. 7. Maemondo. ASCO 2022. Abstr 9506. 8. Zhou. ESMO 2019. Abstr 1480O                                                 
9. Nakagawa. Lancet Oncol. 2019;20:1655. 10. Yu. JAMA Oncol. 2020;6:1048





Impact of TP53 Comutation on Benefit with EGFR TKI’s

Time on EGFR TKI by TP53 Mutation (n = 200)1 RELAY: PFS by Type of EGFR Mutation 
in the Presence of a TP53 Comutation2

Mo Since Start of TKI
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RAM + ERL, ex19del 37 31 28 26 21 13 9 6 3 2 2 0 0
PBO + ERL, ex19del 50 47 37 27 17 10 10 5 3 2 1 1 0

RAM + ERL, ex21L858R 37 32 26 23 21 16 10 8 3 1 0 0 0
PBO + ERL, ex21L858R 41 32 25 20 13 8 6 3 2 0 0 0 0

Mo

1. Yu. Clin Cancer Res. 2018;24:108. 2. Nakagawa. Clin Cancer Res. 2021;27:5258 



TMB was Higher in L858R Tumors Compared with Del19 Tumors

Offin M, et al. Clin Cancer Res. 2019. 2. Annals of Oncology 30: 1311–1320, 2019
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Patients with an EGFR exon 21 mutation (L858R) have more 

modest PFS benefit than those with exon 19 deletions1-3 

In patients with exon 21 mutations, median PFS has yet to 
exceed 14.4 months with current single agent EGFR TKIs2,4

1. Melosky B et al. Clin Lung Cancer 2018;19:42–50; 
2. Soria JC et al. N Engl J Med 2018;378:113–25 (Supplementary Appendix); 
3. Kuan F-C et al. Br J Cancer 2015;113:1519–28; 
4. Zhang Y et al. PLoS One 2014;9:e107161; 
5. Rosell R et al. Lancet Oncol 2012;13:239–46.
6. Wu YL, Cheng Y, Zhou X, et al. Dacomitinib versus gefitinib as first-line treatment for patients with EGFR-mutation-positive 

non-small-cell lung cancer (ARCHER 1050): a randomised, open-label, phase 3 trial. Lancet Oncol. 2017;18(11):1454-1466



RELAY: PFS by EGFR mutation type

Nakagawa K et al. Lancet Oncol 2019;20:1655–9

Ex19del Ex21.L858R

Ex19del
RAM + ERL
(n = 123)

PBO + ERL
(n = 120)

Events 64 84
Median, mo 19.6 12.5
(95% CI) (15.1, 22.2) (11.1, 15.3)

HR (95% CI); p-value 0.651 (0.469, 0.903); 0.0098

Ex21.L858R
RAM + ERL

(n = 99)
PBO + ERL
(n = 105)

Events 58 74
Median, mo 19.4 11.2
(95% CI) (14.1, 21.9) (9.6, 13.8)

HR (95% CI); p-value 0.618 (0.437, 0.874); 0.006

Consistent mPFS Benefit in pre specified subgroups of both Exon 19 deletion & Exon 21 substitution mutations
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Scenario II
Exon 19 deletion

With Brain metastases

Scenario III
Exon 21 

L861Q with brain metastases

Scenario IV
Exon 19 deletion + Exon 20 

T790M

Scenario V
Exon 19 deletion

No Brain metastases

Scenario VI
Exon 20 insertion

What would be your treatment of choice in a patient with ?



Select Ongoing Studies of 3rd Gen EGFR TKI Combination Therapy

Le. J Thorac Oncol. 2021;16:204

Trial Phase Planned N Study Population Treatment Arms Primary 
Endpoint

WJOG9717L 
(UMIN000030206) II 120 EGFR+ NSCLC without brain 

metastases Osimertinib ± bevacizumab PFS

NCT04181060 III 300 Metastatic EGFR+ NSCLC Osimertinib ± bevacizumab PFS

JapicCTI-184146 II 120 EGFR+ NSCLC Osimertinib ± ramucirumab PFS
RAMOSE/HCRN 
LUN18-335
(NCT03909334)

II 150 EGFR+ locally advanced or metastatic 
NSCLC Osimertinib ± ramucirumab PFS

NORTHSTAR 
(NCT03410043) II 143 Stage IIIB or IV EGFR+ NSCLC† Osimertinib + radiation + surgery PFS

FLAURA2 
(NCT04035486) III 587* EGFR+ NSCLC Osimertinib ± platinum/pemetrexed PFS

NCT03567642 I 20 EGFR+ metastatic NSCLC with 
concurrent RB1 and TP53 alterations Osimertinib + platinum/etoposide MTD

MARIPOSA 
(NCT04487080) III 1000 EGFR+ locally advanced or 

metastatic NSCLC
Amivantamab + lazertinib vs 

osimertinib vs lazertinib PFS

*Actual N; study active, no longer recruiting. †Patients allowed to have EGFR T790M+ disease following PD on early-generation EGFR TKI





NEJ009: Response & PFS

Nakamura A, et al. ASCO 2018

PFS*

Response, % Gefitinib + 
Carbo/Pem Gefitinib

ORR 84.0 67.4

CR 4.7 3.5

PR 79.3 64.0

SD 13.6 25.0

PD 1.2 4.7

*PFS data is PFS1, which for gefitinib arm is prior to any subsequent platinum CT post progression on gefitinib 
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Introduction



FLAURA2: First-line Osimertinib ± Chemotherapy in 
Advanced or Metastatic EGFR-Mutated NSCLC

NCT04035486

 International, randomized, open-label phase III trial 

Adults with EGFR-mutated 
(ex19del/L858R) locally 

advanced/metastatic 
nonsquamous NSCLC; 

no prior therapy for advanced 
disease; 

WHO PS 0/1
(planned N = 586)

Osimertinib 80 mg QD +
Platinum-based CT 

x 4 cycles

Osimertinib 80 mg QD

Until PD or 
unacceptable 

toxicity

Osimertinib 80 mg QD +
Pemetrexed Q21D

Osimertinib 80 mg QD

 Primary endpoint: 

 PFS by BICR per RECIST v1.1

 Secondary endpoints: 

 OS, ORR, DoR, DCR, PFS2, PROs, PK





EGFR TKI Therapy in the Management of Newly 
Diagnosed EGFR-Mutated Advanced NSCLC

Shah. Clin Lung Cancer. 2020;21:e216

TKI ORR, % mPFS, Mo mOS, Mo

Osimertinib* 80 17.7 38.6

Afatinib 70 11.0-13.6 23.6-31.6

Dacomitinib 75 14.7 34.1

Erlotinib 64-83 9.7-13.1 22.8-26.3

Gefitinib 56-72 9.2-10.8 27.7-34.8

Efficacy of EGFR TKIs in First-line Setting for Classical
EGFR Mutations Across Multiple Key Trials

*Current first-line SoC 

 Rash and diarrhea represent: 

 Clinically important toxicities with EGFR TKIs

‒ Mostly minor to moderate

‒ Chronic grade 2 rash & diarrhea 

‒ Can adversely affect QoL

‒ Less common with osimertinib

‒ Proactive management may reduce severity













SINDAS Interim Analysis: Study Design

 Multicenter, open-label, randomized phase III trial in China (January 2016 - June 2019)

Adult patients with 
pathologically confirmed 

EGFR-mutated NSCLC; 
up to 5 metastases 
with maximum of 
2 lesions/organ; 

life expectancy ≥ 6 mos; 
ECOG PS 0-2

(N = 133)

Follow-up

EGFR TKI* +
SBRT 25-40 Gy in 5 fractions

(n = 68)

EGFR TKI*
(n = 65)

*Gefitinib 250 mg QD, erlotinib 150 mg QD, or 
icotinib 125 mg TID

 Primary endpoint: PFS

 Secondary endpoint: OS

 Other endpoint: safety

Wang. ASCO 2020. Abstr 9508



SINDAS Interim Analysis: PFS & OS

 After median follow-up of 19.6 mos

 EGFR TKI + SBRT significantly prolonged PFS and OS vs EGFR TKI only

Median Outcome, Mos EGFR TKI + SBRT
(n = 68)

EGFR TKI Only
(n = 65) HR

PFS (primary endpoint)
20.2 12.5 0.618 (95% CI: 0.394-0.969; log-

rank P < .001)

OS (secondary endpoint)
25.5 17.4 0.682 (95% CI: 0.456-1.001; log-

rank P < .001)



Discussion Points

 Would you change practice based on this data ?

 Definition of oligometastatic disease ? Choice of TKI (1st generation) and its impact ?

 Timing of RT ? RT to all sites (primary + mets) Vs RT to primary site alone ?

 Study excluded patients with brain mets ? Role of surgery in oligometastatic disease ?
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Landscape of Atypical EGFR Mutations in Advanced NSCLC

Patients With NSCLC Harboring Classical 
and Atypical EGFR Mutations (N = 11,619)

Atypical EGFR Mutations in Patients 
With NSCLC (N = 7199)

Complex
atypical 9.1%

Classical + T790M 
+ atypical 2.2%

T790M 0.3%

Ex19del
32.7%

L858R
23.0%

Ex20ins
9.1%

Other atypical
12.6%

Classical
+ T790M

11.1%

Classical (67.1%)

Atypical (30.8%)

Classical + T790M
+ atypical (2.2%)

Exon 20ins
20.9%

Other 2.0%
Trans-
membrane 0.4%

Exon 18
23.7%

Exon 20pt
19.2%

Exon 21
18.1%Extracellular

6.7%

Exon 19
9.4%

Robichaux. Nature. 2021;597:732 

Overall



What About Immunotherapy in EGFR Mutated NSCLC ?

 EGFR mutation only clinical variable 

 Associated with no benefit

 Has led to expert recommendation 

 Defer immunotherapy to late salvage

Lee CK, et al. JAMA Oncol. 2018;4:210-216

EGFR Subgroup, Trial HR (95% CI)

EGFR wild type

 OAK 0.69 (0.57-0.83)

 CheckMate 057 0.66 (0.51-0.85)

 KEYNOTE-010 0.66 (0.55-0.79)

 POPLAR 0.70 (0.47-1.04)

 Subtotal 0.67 (0.60-0.75)

EGFR mutated

 OAK 1.24 (0.71-2.18)

 CheckMate 057 1.18 (0.69-2.02)

 KEYNOTE-010 0.88 (0.45-1.72)

 POPLAR 0.99 (0.29-3.40)

 Subtotal 1.11 (0.80-1.53)

Favors PD-1/
PD-L1 Inhibitor

Favors 
Docetaxel

HR (95% CI)
0.2 1.0 4.0

Weight, %

32.6

16.2

33.5

7.1

89.4

3.5

3.9

2.5

9.7

10.6









Efficacy of EGFR TKIs for Major Atypical Mutations

First Generation1 Second Generation2 Third Generation3

TKI Erlotinib, gefitinib (n = 161*) Afatinib (n = 38) Osimertinib (n = 36)

ORR, %
 S768I
 G719X
 L861Q

42
33 (n = 7)

37 (n = 78)
40 (n = 57)

71
100 (n = 8)
78 (n = 18)
56 (n = 16)

50
38 (n = 8)

53 (n = 19)
78 (n = 9)

DCR, % 77 84 89

Median PFS, mo 7.7 10.7 8.2

Median OS, mo 17.2 19.4 Not reached

1. Chiu. J Thorac Oncol. 2015;10:793. 2. Yang. Lancet Oncol. 2015;16:830. 3. Cho. JCO. 2020;38:488

*n = 9 with G719X + L861Q and n = 10 with G719X + S768I





Resistance More Challenging With Newer EGFR TKIs

*Overlap of reported resistance mechanism may occur. †n = 2 with de novo T790M mutations at BL; 1 acquired C797S at progression.

Secondary EGFR mutations†: 
C797X: 7%; L718Q+C797S: 1%; 
L718Q + ex20ins: 1%; S768I: 1%

HER2 amplification: 2%
HER2 mutation: 1%

MET amplification: 15%

mTOR AKT p53

BIM BCL2

PIK3CA

ERK

BRAF mutations (V600E): 3%

SPTBN1 ALK
SPTBN1-ALK: 1%

SurvivalApoptosis Proliferation

PIK3CA mutations: 7%

Candidate Acquired Resistance Mechanisms With Osimertinib*3

MEK

RAS

RAF
KRAS mutations 

(G12D/C, A146T): 3%

Cell cycle gene alterations
CCND amp: 3%
CCNE1 amp: 2%
CDK4/6 amp: 5%

1. Yu. Clin Cancer Res. 2013;19:2240. 2. Nakagawa. ASCO 2019. Abstr 9000. 3. Ramalingam. ESMO 2018. Abstr LBA50
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Small cell + MET 1%

T790M – dominant mechanism of 
resistance to 1st & 2nd gen EGFR TKIs‡

T790M
60%

HER2 8%Unknown 18%
HER2 + 
T790M

4%

MET amplification 3%

Small cell 1%

Small cell + T790M 
2%

MET + T790M 
3%

No dominant and more heterogeneous mechanisms of resistance to 
3rd-gen EGFR TKI osimertinib

Acquired Resistance Mechanisms With 
Early-Gen EGFR TKIs1

‡In the phase III RELAY trial, the post-progression 
T790M rate was 43% and 47% with ramucirumab 
+ erlotinib vs placebo + erlotinib, respectively.2



AURA3: Osimertinib vs Platinum / Pemetrexed in 
EGFR T790M–Positive Advanced NSCLC

 Multicenter, randomized, open-label phase III trial 

 Primary endpoint: PFS (investigator assessed)

 Secondary endpoints: 

 ORR (investigator assessed), DoR, DCR, tumor shrinkage, OS, PRO’s, safety

Locally advanced or metastatic NSCLC with 
disease progression and EGFR T790M 

mutation after first-line EGFR TKI therapy; ≤ 
1 line of therapy for advanced NSCLC

(N = 419)

Osimertinib 80 mg QD
(n = 279)

Platinum/Pemetrexed Chemotherapy*
Q3W for up to 6 cycles

(n = 140)

Mok TS, et al. N Engl J Med. 2017;376:629-640

Stratified by race (Asian vs non-Asian)

*Pemetrexed 500 mg/m2 plus either carboplatin AUC 5 or cisplatin 75 mg/m2



AURA3: Osimertinib vs CT in NSCLC With 
EGFR T790M Mutation–Positive Acquired Resistance

PFS (ITT)[1] CNS PFS[2]

1. Mok T, et al. N Engl J Med. 2017;376:1993-1994 

Median CNS PFS, 
Mos 

Osimertinib (n = 75) 11.7
Plt/Pem (n = 41) 5.6

HR: 0.32 (95% CI: 0.15-0.69; P = .004)
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CHRYSALIS-2: Amivantamab + Lazertinib in EGFR-Mutated NSCLC

Shu. ASCO 2022. Abstr 9006. Bauml. ASCO 2021. Abstr 9006. NCT04077463

Metastatic/
unresectable NSCLC 

with EGFR ex19del or 
L858R mutation and 

progression on 
osimertinib and 
chemotherapy

(planned N = 460)

Cohort A: EGFR ex19del or L858R,
post Osi and Plt-based CT (n = 162)

Amivantamab 1050 mg IV*
cycle 1 QW, cycle 2+ Q2W 

+ 
Lazertinib

240 mg PO QD

Cohort B: EGFR ex20ins, 
post SoC and Plt-based CT

Cohort C: uncommon EGFR mutations,     tx 
naive or post first/second-gen EGFR TKI

Cohort D: EGFR ex19del or L858R, 
post Osi, CT naive, biomarker validation

Dose-Expansion Cohorts RP2D

*1050 mg if <80 kg and 1400 mg if ≥80 kg

 Primary endpoint: ORR  Key secondary endpoints: DoR, CBR, PFS, OS, safety

 Multicohort dose-escalation and dose-expansion phase I study 

‒ Current report focused on cohort A



CHRYSALIS-2: Amivantamab + Lazertinib in Advanced 
EGFR-Mutated NSCLC With EGFR TKI Resistance

 Among 54 responders, 30 remain on tx at data cutoff (March 15, 2022), with median f/u of 10 mo

Shu. ASCO 2022. Abstr 9006

Change in Tumor Volume by Prior Therapy
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All patients with PD on osimertinib and platinum-based chemotherapy (n = 162*)
Osimertinib → platinum-based chemotherapy (n = 39)
1st/2nd-gen EGFR TKI → osimertinib → platinum-based chemotherapy (n = 67)
Heavily pretreated or out of sequence (n = 56)

BICR ORR (95% CI)
33% (26-41)
21% (9-37)

36% (25-49)
39% (27-53)

INV ORR (95% CI)
28% (22-36)
26% (13-42)
30% (19-42)
29% (17-42)

*n = 10 not evaluable for postbaseline target lesion measurements.



Select Ongoing Studies of Amivantamab Combination 
Regimens in EGFR-Mutated Advanced NSCLC

Trial Phase Planned 
N Study Population Treatment Primary 

Endpoint(s)

CHRYSALIS-2 
(NCT04077463) I 460

EGFR-mutated advanced NSCLC 
with PD on or after 

EGFR TKI and plt-based CT
Amivantamab + lazertinib ORR

NCT04965090 II 40 EGFR-mutated advanced NSCLC 
with CNS metastases or LM Amivantamab + lazertinib CNS ORR

MARIPOSA
(NCT04487080) III 1074* EGFR-mutated advanced NSCLC Amivantamab + lazertinib 

vs osimertinib PFS

MARIPOSA-2
(NCT04988295) III 600

EGFR-mutated advanced NSCLC 
with PD on or after 

EGFR TKI and plt-based CT

Amivantamab + lazertinib + plt-based CT 
vs amivantamab + plt-based CT 

vs plt-based CT
PFS

NCT05388669 III 640
EGFR-mutated advanced NSCLC 

after progression on
osimertinib and plt-based CT

Lazertinib + SC amivantamab (manual 
injection) vs IV amivantamab 

vs SC amivantamab (on-body delivery)

Ctrough, AUC, 
Cmax

*Actual N; study active, no longer recruiting



Patritumab Deruxtecan in EGFR-Mutated NSCLC: Study Design

 Multicenter, open-label, multicohort phase I trial; current report focused on cohort of patients with                           
EGFRm NSCLC adenocarcinoma after failure of EGFR TKI therapy

Jänne. ASCO 2021. Abstr 9007. Jänne. Cancer Discovery. 2022;12:74. NCT03260491

Patritumab deruxtecan given in 21-day cycles. 
* Recommended patritumab deruxtecan dose for dose expansion.
† Patients in dose-expansion phase required to have received 
1 platinum-based CT regimen. Other cohorts included in dose-
expansion phase not reported in this analysis.

Patients with locally 
advanced or metastatic 

NSCLC with EGFR mutations 
and progression on previous 

EGFR TKI; stable brain 
metastases allowed; tumor 

biopsy required, but 
selection not based on 

HER3 expression
(planned N = 264)

HER3-DXd
6.4 mg/kg IV Q3W 

(n = 5)

HER3-DXd 
5.6 mg/kg IV Q3W* 

(n = 12)

HER3-DXd 
4.8 mg/kg IV Q3W 

(n = 15)

Dose Expansion†

HER3-DXd 
3.2 mg/kg IV Q3W 

(n = 4)

Dose Escalation

HER3-DXd 
5.6 mg/kg IV Q3W*

(n = 45)

 Efficacy evaluation: antitumor activity in patients 
receiving 5.6 mg/kg dose (n = 57)

 Safety evaluation: safety and tolerability in all patients in dose 
escalation and expansion (n = 81)



Patritumab Deruxtecan – Diverse Mechanisms 
of EGFR TKI Resistance

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
Jänne. Cancer Discov. 2022;12:74
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*>85% had received prior osimertinib and prior platinum-based chemotherapy; n = 6 
without adequate BL tumor assessment not shown. Data cutoff: September 24, 2020.
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Confirmed ORR: 39%
Median PFS: 8.2 mo

 HER3 expressed in all evaluable tumors; responses did not clearly correlate with degree of HER3 expression

Best Change From Baseline in Target Lesion Size 
With Patritumab Deruxtecan 5.6 mg/kg (n = 51*)



Select Ongoing Studies of Patritumab Deruxtecan 
in EGFR-Mutated Advanced NSCLC

Trial Phase Planned N Study Population Treatment Primary Endpoint(s)

NCT03260491*
I 264

EGFR-mutated advanced NSCLC with PD 
on or after EGFR TKI HER3-DXd

 DLT, AEs (dose 
escalation)

 ORR (dose expansion)

NCT04676477

I 252

EGFR-mutated advanced NSCLC: 
 Newly diagnosed (1L dose expansion)
 With PD following osimertinib (dose 

escalation, 2L dose expansion)

HER3-DXd 
+ osimertinib

 DLT, AEs (dose 
escalation)

 ORR (2L dose expansion)
 AEs (1L dose expansion)

HERTHENA-
Lung 01 
(NCT04619004) II 420

EGFR-mutated advanced NSCLC with PD 
on or after ≥1 EGFR TKI and plt-based CT

HER3-DXd ORR

HERTHENA-
Lung 02 
(NCT05338970)

III 560
EGFR-mutated advanced NSCLC with PD 
on or after 1-2 EGFR TKIs, which must 
include a 3rd-gen EGFR TKI

HER3-DXd 
+ plt-based 

CT
PFS
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