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Disclaimer

✓ All contents in the presentation is owned by the speaker and does not necessarily represent the views 
and opinions of Yuhan.

✓ It may contain therapies currently under clinical development for the purpose of  scientific discussion 
and the company does not recommend any off-label uses.

✓ Physicians should refer to the approved PI(Product Information) before prescription.
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Current Treatment Guideline for EGFR mutated NSCLC

3G EGFR TKI
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Landscape of 3G EGFR TKI Development

▪ Until 2022, osimertinib was the only globally approved 3G EGFR TKI to treat EGFR T790M mutation

▪ The monopoly of a single 3G EGFR TKI to treat 50% of patients with NSCLC in Asia had unintended consequences in cost and accessibility, 
which led to the recent development of 3G EGFR TKIs by homegrown companies in Asia

*Lazertinib does not have 1st line indication on advanced EGFR mutant NSCLC
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Soria et al. N Engl J Med. 2018 Jan 11;378(2):113-125; Ramalingam et al. N Engl J Med. 2020 Jan 2;382(1):41-50.
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Comparison of 3G EGFR TKI in 1L treatment 

Dose 80mg 110mg 80mg 240mg 180mg

Marketed 2015 (Global) 2020 (China) 2021 (China) 2021 (Korea) -

Indication 1st & 2nd Line and Adjuvant 1st and 2nd Line 2nd Line 2nd Line -

1L
Treat
ment

Study 
Design

[Global]
Osimertinib (n=279)

SoC (n=277 (G: 183/E: 94))

(China)
Aumolertinib (n=214)

Gefitinib (n=215)

(China)
Furmonertinib (n=178)

Gefitinib (n=179)

[Global]
Lazertinib (n=196)
Gefitinib (n=197)

(China)
Rezivertinib (n=43)

PFS
18.9m vs 10.2m 

(HR 0.46)
19.3m vs 9.9m

(HR 0.46)
20.8m vs 11.1m 

(HR 0.44)
20.6m vs 9.7m

(HR 0.45)
20.7m (by BICR)

22.0m (by investigator)

Any AE 
G ≥ 3

34% vs 45% 36% vs 36% 11% vs 18% 41% VS 43% -

AE 
Profile

(any 
grade)

Diarrhea(58%), Rash(58%), 
Dry Skin(36%), Paronychia(35%), 
Stomatitis(29%), 
Decrease appetite(20%), 
Pruritus(17%), 
Constipation(15%)

CPK increase(36%), AST increase  
(30%), ALT increase(29%), 
Leukopenia(24%), Rash(23%), 
Plt decrease(22%), UTI(22%), 
Anemia(20%), Diarrhea(16%) 

Elevated ALT(28%), Diarrhea(25%), El
evated AST(25%), Rash(17%), 
Decreased WBC(15%), Oral ulcer(12%
), Decreased neutrophil count(10%), 
Anaemia(8%), Decreased platelet cou
nt(8%), QTc prolongation(6%)

Paresthesia(39%), Rash(36%), 
Pruritus(27%), Diarrhea(26%), 
Paronychia(18%), Anemia(18%) 
Decreased appetite(17%), 
Stomatitis(16%), Dry Skin(15%), 
Nausea(15%)

WBC decreased(44%), 
PLT decreased(40%), 
ANC decreased(30%), Anemia (26
%), ALT increased(19%), 
Lymphocyte count decreased(14
%), AST increased(12%), 
Leukopenia(9%)

Osimertinib Aumolertinib Furmonertinib Lazertinib Rezivertinib

*Lazertinib does not have 1st line indication on advanced EGFR mutant NSCLC
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▪ Sequential 1/2G TKI vs. Upfront 3G TKI

✓ 19del/L858R

✓ Brain metastasis

✓ T790M detection rate

▪ Re-biopsy strategies

✓ For T790M detection 

▪ Mechanisms of resistance after 3G TKIs



M/63, 43pyrs, current smoker 

Lung cancer (adenocarcinoma), cT1bN3M0, stage IIIB, EGFR E19del

At diagnosis
(2020.03)

After def CCRTx
(2020.06)

Lung to lung metastasis
(2020.10)

afatinib 40mg 시작

2021.01

3mo of afatinib 40mg 

Speaker’s own 



M/63, 43pyrs, current smoker 

Lung cancer (adenocarcinoma), cT1bN3M0, stage IIIB, EGFR E19del
s/p definitive CCRTx (-2020.05), progression (2020.10)
1L afatinib (2020.10-), Lt side weakness, Brain PD at 8 months

2021.06

8mo of afatinib 40mg 



No distribution/KR-LZT-2300014Shin DY, Na II, Kim CH, Park S, Baek H, Yang SH. EGFR mutation and brain metastasis in pulmonary adenocarcinomas. J Thorac Oncol. 2014;9(2):195-199

Cumulative risk of recurrence of brain metastasis after curative resection

Mutant EGFR

Wild type EGFR

hazard ratio = 4.49, p = 0.026
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population n Intracranial 
ORR (%)

Intracranial 
CR (%)

Median intracr
anial DoR, 
mo, (95% CI)

Median intracr
anial PFS, mo, 
(95% CI)

Osimertinib1 Measurable baseline intracranial 
metastatic disease

30 70 7
8.9 

(4.3, NE)
11.7

Lazertinib2 Measurable baseline intracranial 
metastatic disease

7 86 14
15.1 

(2.8-NR)
26.0 

(5.4-NR)

Alectinib3

(ALK inhibitor)
Measurable baseline intracranial 
metastatic disease

50 64 22
10.8 

(7.6-14.1)
9.2 

(7.4-15.9)

Praseltinib4

(RET inhibitor)
Measurable baseline intracranial 
metastatic disease

10 70 30 Not reached Not reported

Selpercatinib5

(RET inhibitor)
Measurable baseline CNS disease 26 85 27

9.4 
(7.4, 15.3)

Not reported

Intracranial activity of targeted therapies in NSCLC

1. Wu YL, et al, J Clin Oncol. 2018, 2. Gadgeal SM, et al, J Clin Oncol. 2016, 

4. F Griesinger, et al, Ann oncol. 2022, 5. Alexander Drilon, et al, J Clin Oncol. 2023
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M/63, 43pyrs, current smoker 

Lung cancer (adenocarcinoma), cT1bN3M0, stage IIIB, EGFR E19del
s/p definitive CCRTx (-2020.05), progression (2020.10)
1L afatinib (2020.10-), Lt side weakness, Brain PD at 8 months

2021.06

8mo of afatinib 40mg 
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Overall time-on-treatment (TOT) in all patients (n=324)

Overall time-on-treatment (TOT) in
Group A: afatinib and then osimertnib (n=126)
Group B: afatinib and then other therapy (n=198)

Group A (T790M +) : 35.4 mo (27.7-45.6)
Group B (T790M – or unk: 20.8 mo (19.4-24.0)

Real-world Experience of sequential 
treatment of afatinib and osimertinib
(RESET)
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T790M rates after Afatinib, Gefitinib or Erlotinib

30-40% in 
real-world rebiopsy
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Potential Sequencing of EGFR TKIs and its Estimated OS

Estimated based on First Line EGFR TKI studies IPASS, WJTOG3405. *Estimated based on Pooled analysis AURA Extension & AURA2 as well as AURA3 Study. P Estimated based on OS reported from the Pooled analysis AURA. Extension 
& AURA2 Reported OS: 26.8 months + 10–12 months expected PFS from 1st Gen TKI. μ updated OS from Lux Lung 7. #Currently limited data. Only ~ 10% of patients received osimertinib post progression on Afatinib in Lux Lung 7. 
OS for these 10% patients is not available. ^ Estimated based on AURA3

CS Tan et al. Mol Cancer . 2018 Feb 19;17(1):29.



M/63, 43pyrs, current smoker 

2021.09
s/p GKS, 3mo of osimertinib 80mg 

2021.06

Lung cancer (adenocarcinoma), cT1bN3M0, stage IIIB, EGFR E19del



M/63, 43pyrs, current smoker 

2021.09
s/p GKS, 3mo of osimertinib 80mg 

2022.06
12 mo of osimertinib 80mg

Lung cancer (adenocarcinoma), cT1bN3M0, stage IIIB, EGFR E19del



M/63, 43pyrs, current smoker 

2022.06
12 mo of osimertinib 80mg

Lung cancer (adenocarcinoma), cT1bN3M0, stage IIIB, EGFR E19del

s/p definitive CCRTx (-2020.05)
1L afatinib (2020.10-)
2L osimertinib (2021.06-)
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Mechanisms of Resistance after 3G TKIs
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Lazertinib 단독요법승인
in T790M+ EGFRm NSCLC
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E

Vehicle

YH25448 10 mg/kg

YH25448 25 mg/kg Osimertinib 25 mg/kg

Osimertinib 10 mg/kg

Day 28

E

Vehicle

YH25448 10 mg/kg

YH25448 25 mg/kg Osimertinib 25 mg/kg

Osimertinib 10 mg/kg

Day 28

E

Vehicle

YH25448 10 mg/kg

YH25448 25 mg/kg Osimertinib 25 mg/kg

Osimertinib 10 mg/kg

Day 28

E

Vehicle

YH25448 10 mg/kg

YH25448 25 mg/kg Osimertinib 25 mg/kg

Osimertinib 10 mg/kg

Day 28
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26.0 [5.4-NR]
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동의철회 29명

First subsequent Treatment N=31

OSIMERTINIB 12
Platinum-Doublet 12
ATEZOLIZUMAB W/BEVACIZUMAB AND 
CARBOPLATIN AND PACLITAXEL

3

INVESTIGATIONAL DRUG 2
PEMETREXED 1
GEMCITABINE W/VINORELBINE 1

2nd subsequent Treatment N=19

OSIMERTINIB 6
PEMETREXED 3
CARBOPLATIN W/ETOPOSIDE 1
ERLOTINIB W/GEMCITABIN AND VINORELBINE 1
CARBOPLATIN W/IRINOTECAN 1
ERLOTINIB 1
CISPLATIN W/GEMCITABINE 1
CARBOPLATIN W/GEMCITABINE 1
INVESTIGATIONAL DRUG 1
CISPLATIN W/PACLITAXEL 1
CISPLATIN W/PEMETREXED 1
DURVALUMAB W/PROTEIN KINASE INHIBITORS 1
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<10

≥10 to <15

≥15
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No distribution/KR-LZT-2300014Sparreboom A, Verweij J. Advances in cancer therapeutics. Clin Pharmacol Ther. 2009 Feb;85(2):113-7. doi: 10.1038/clpt.2008.259. PMID: 19151631; PMCID: PMC2629589.

“interindividual 
pharmacokinetic variability”
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Afatinib Dose Modification in RCT

▪ Afatinib trough plasma concentrations with the 40 mg dose were higher at day 
22. Plasma concentrations were similar between groups on day 43

▪ Following dose reduction, treatment-related AE incidence decreased (105; 
86.1%), with fewer patients experiencing grade ≥3 treatment-related AEs (25; 
20.5%)

▪ The median PFS was similar in patients who dose reduced during the first 6 
months of afatinib treatment and those who did not: 11.3 versus 11.0 months 
[HR 1.25 (95% CI 0.91–1.72), P = 0.175]

<Plasma Concentration>

<Efficacy Results>

Yang et al. Ann Oncol. 2016 Nov;27(11):2103-2110.

https://pubmed.ncbi.nlm.nih.gov/27601237/
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Afatinib Dose Modification in RWE

▪ A total of 71 (31.1%) received a modified starting dose of ≤30 mg

▪ 228 patients were enrolled from 13 countries. Overall, consistent with the LUX-Lung 3, 6 and 7 trials, dose reduction lowered the 
intensity and frequency of AEs (overall ADR incidence of 98.6% and 71.2% before and after dose reduction)

▪ Consistent with results from the LUX-Lung clinical studies, dose adjustment of afatinib did not appear to compromise its clinical 
activity

<Time to Treatment Failure> <PFS>

Halmos et al. Lung Cancer. 2019 Jan;127:103-111.

<Safety by Dose Modification>

*  Common ADRs (> 10% incidence) pre- and post-dose reduction in patients who had
a dose reduction within thefirst 6 months after starting on afatinib 40 mg/day (N = 91)

https://pubmed.ncbi.nlm.nih.gov/30642537/
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M/65, 42pyrs, ex-smoker 

2022.10

Plasma E19del/T790M -/-

Effusion/tumor tissue EGFR
: E19del/T790M +/+
2L Lazertinib 240mg (2022.10-)

Lung cancer (adenocarcinoma), cT1bN0M1a, stage IV, EGFR E19del
DM, HTN, CKD (eGFR 53)

1L gefinitib (2020.06-), PD at 28 months

2023.01

On 2L Lazertinib 240mg 3mo

Numbness G2,
muscle cramping G2 

Dose reduction to 160mg 

2023.03

On 2L Lazertinib 160mg

Numbness G1
muscle cramping (-)



M/69, 15pyrs, ex-smoker 

At diagnosis

Lung cancer (adenocarcinoma), cT4N2/3M1c, stage IV, EGFR E19del
Lung to lung, bone, brain metastasis

1L afatinib 40mg (2020.08-), Radiation on brain and bones

Afatinib 3mo



M/69, 15pyrs, ex-smoker 

2020.08

Lung cancer (adenocarcinoma), cT4N2/3M1c, stage IV, EGFR E19del
Lung to lung, bone, brain metastasis

1L afatinib 40mg (2020.08-), PD at 18 months

2022.02, T1 spine metastasis

Plasma EGFR E19del/T790M +/+

Lazertinib 240mg (2022.02-)

2023.02
stable disease



2022.02    2L lazertinib 240mg 
2022.03    paronychia G1 → 없어짐, “편안하다”

2022.04    손, 발에 numbness G1

2022.07    손은호전, 발의 numbness G1 지속, duloxetine (Cymbalta) 60mg 시작

2022.10    duloxetine 투여후무력감, 변비로자의중단

2022.12    날이추워지니발이더저리다, lazertinib 감량은 refuse, duloxetine 60mg 재투여

2023.01    저림은비슷, 호전도악화도없다, 변비 +

2023.03    저림은비슷, 손은괜찮고발바닥에이물감이든다, 
넘어질우려로 lazertinib 감량권유 → 뇌전이악화걱정으로 refuse 

1mo

2mo

5mo

8mo

10mo

11mo

13mo

2020.08   1L afatinib 40mg
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Lazertinib does not have 1st line indication on advanced EGFR mutant NSCLC
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