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Personalized Therapy with EGFR TKIs: Timeline of Development

Karachaliou et al. Transl Cancer Res 2019;8(Suppl 1):S23-S47

FDA and EMA  approval of 
dacomitinib for 1st line treatment of 

EGFR-mutant patients
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Overview of activity range of first-, second- and third-generation 
EGFR tyrosine kinase inhibitors

Girard n. Future Oncol. (2018) 14(11), 1117–1132
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Treatment evolution in EGFR positive NSCLC

N. Engl. J. Med. 2010, 362, 2380–2388. Lancet Oncol. 2010, 11, 121–128.  Lancet Oncol. 2011, 12, 735–742.  Lancet Oncol. 2012, 13, 239–246.  J. Clin. Oncol. 2013, 31, 3327–3334. Lancet Oncol.2014, 15, 213–222.  Lancet Oncol. 2016, 17, 577–589. Lancet Oncol. 2017, 18, 1454–
1466. NEJ026. ASCO Ann. Meet. Proc. 2018, 27, 9006. N. Engl. J. Med. 2017, 376, 629–640. N. Engl. J. Med. 2018, 378, 113–125. 
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Basic Supportive 
Care

Chemotherapy
• Cisplatin
• Carboplatin
• Vinorelbine
• Paclitaxel
• Gemcitabine
• Docetaxel
• Pemetrexed

First Generation TKI

Second Generation TKI

Third Generation TKI

GEFITINIB

ERLOTINIB

OSPFS

10.8 months
9.7 months

AFATINIB 11 months

DACOMITINIB 14.7 months

OSIMERTINIB
18.9 months 38.6 vs 31.8 months (HR-0.799)

34.1 vs 27 months (HR-0.76)

Asian 16.5 months

Asian 16.5 months

Asian OS – 37.7 vs 29.1 months*

Asian OS HR 1.00

Data for understanding only, no cross-trial comparison
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EGFR-TKI Plus anti-VEGF/VEGFR



Phase III study comparing bevacizumab plus 
erlotinib to erlotinib in patients with untreated 

NSCLC harboring activating EGFR mutations: 
NEJ026

Furuya N, Fukuhara T, Saito H, Watanabe K, Sugawara S, Iwasawa S, 
Tsunezuka Y, Yamaguchi O, Okada M, Yoshimori K, Nakachi I, Gemma 
A, Azuma K, Hagiwara K, Nukiwa T, Morita S, Kobayashi K, Maemondo

M

Journal of clinical oncology, 2018, 36(15)



8• Adapted from Naoki Furuya presentation during 2018 ASCO Annual Meeting
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Baseline Characteristics

Saito et al., Lancet Oncol 2019; 20: 625–35

Erlotinib plus bevacizumab 
(n=112) Erlotinib (n=112)

Histopathological classification
Adenocarcinoma 110 (98%) 112 (100%)
Large cell carcinoma 1 (1%) 0
Other 1 (1%) 0

EGFR genomic aberration
Exon 19 deletion 56 (50%) 55 (49%)
Exon 21 Leu858Arg mutation 56 (50%) 57 (51%)
Clinical stage at screening
IIIB 8 (7%) 8 (7%)
IV 82 (73%) 84 (75%)
Postoperative recurrence 22 (20%) 20 (18%)
CNS metastases
Yes 36 (32%) 36 (32%)
No 76 (68%) 76 (68%)
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Primary endpoint: PFS by independent review
The interim analysis: 117 events

Saito et al., Lancet Oncol 2019; 20: 625–35
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Subgroup analysis

Saito et al., Lancet Oncol 2019; 20: 625–35



12

PFS by EGFR mutation subtype

Saito et al., Lancet Oncol 2019; 20: 625–35
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Response as per independent review committee’s assessment

Saito et al., Lancet Oncol 2019; 20: 625–35
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Best percentage change from baseline in target lesion size

Saito et al., Lancet Oncol 2019; 20: 625–35
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Adverse events in the safety population

Saito et al., Lancet Oncol 2019; 20: 625–35
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Overall survival

Kawashima Y, et al. Lancet Respir Med. 2022 Jan;10(1):72-82. 
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Quality of life with completed questionnaires

Kawashima Y, et al. Lancet Respir Med. 2022 Jan;10(1):72-82. 
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Time from enrolment to progressive disease during second-line treatment or 
death

Kawashima Y, et al. Lancet Respir Med. 2022 Jan;10(1):72-82. 
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Conclusion

• Unmet Need for EGFR mutation NSCLC patients 

• Despite PFS benefit this trial didn’t show Significant OS benefit.

• The probable reasons for this might be second line treatment.

• Further Randomized trial like combination of first Generation TKI + 
CT+/- Bev may be planned in L858R subset only.
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