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[ Abstract] Objective: To discuss the curative effect and safety of different treatment regimens for non-small cell lung
cancer (NSCLC) patients with non-classical mutations in epidermal growth factor receptor (EGFR). Methods: A total of 68
patients (16.7% ) with non-classical mutations among 406 EGFR-positive patients firstly diagnosed with stage IIIB and TV
NSCLC in our department from April 2016 to April 2019 were selected for retrospective analysis. EGFR-tyrosine kinase in-
hibitor (EGFR-TKI) , namely, gefitinib, afatinib, oxytinib or chemotherapy ( pemetrexed and cisplatin for adenocarcinoma,
paclitaxel and cisplatin for squamous cell carcinoma) were used. Differences in their clinical characteristics, curative effect

and safety were analyzed. Results: Among 68 patients with

[FmBH] 2019-05-23 [fZEBH#] 2019-08-20 non-classical mutations in EGFR, there were 13 patients
[BHEE] “FEI, E-mail; 835860852@ qq. com (19.1% ) with G719X and its complex mutations, 13 patients
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with 1.861Q mutations (19.1% ), and 10 patients with 20 exon insertion mutations (14.7% ). The incidence of non-classi-

cal mutations was higher in men than that in women (51.5% vs 48.5% ,P =0.037). Smokers were more than non-smokers
(57.4% vs 42.6% ,P =0.001). PFS of patients with non-classical mutations treated with first-generation EGFR-TKI was
superior to that of patients treated by chemotherapy (11.67 months vs 5.01 months, P =0.021). For EGFR-TKI therapy,

the optimal therapeutic target was p. A864V, followed by 19Del combined with L858R mutation, with mean PFS of 27. 00

and 21.51 months. For chemotherapy, the optimal therapeutic target was 19Del combined with L858R mutation, with mean

PFS of 10. 00 months. The overall incidence of adverse reactions of EGFR-TKI were lower than those of chemotherapy, and

incidences of skin adverse reactions and oral mucositis in the EGFR-TKI group were higher than those in the chemotherapy

group. Conclusion: The proportion of patients with non-classical mutations in EGFR is not low. Higher incidence is seen in

smoking male patients. The curative effect of EGFR-TKI on patients with non-classical mutations in EGFR is superior to that

of chemotherapy, and EGFR-TKI causes fewer adverse reactions.
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Table 1. EGFR Mutations in Patients with Different Clinical Characteristics

Variable EGFR non-classical mutation (N =68) EGFR classical mutation (N =338) Z/x* P
Age (year) 59 £10.61 60 +£9.66 0.699 0.492
Sex
Male 35 (51.5%) 128 (37.9% ) 4.358 0.037
Female 33 (48.5% ) 210 (62.1% )
Smoking history
Yes 39 (57.4%) 79 (23.4%) 31.705 <0.001
No 29 (42.6%) 259 (76.6% )
Pathological type
Adenocarcinoma 64 (94.2% ) 330 (97.6% ) 3.634 0.162
Squamous cell carcinomas 2 (2.9%) 6 (1.8%)
Others 2(2.9%) 2 (0.6%)
Stage
I1bh 4 (5.8%) 15 (4.4% ) 0.265 0.607
v 64 (94.2% ) 323 (95.6%)

EGFR: Epidermal growth factor receptor.
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Figure 1. Distribution Ratio of Non-Classical EGFR Muta-
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Figure 2. Treatment of Non-Classical Mutations of EGFR
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Table 2. Therapeutic Evaluation of Different Treatments for Patients with Non-Classical Mutations

Treatment n CR PR SD PD ORR DCR

First-generation TKI 28 0 16 3 9 57.1% 67.90%
Second-generation TKI 9 0 3 5 1 33.3% 88.80%
Third-generation TKI 11 0 3 4 4 27.3% 63.63%
Chemotherapy 9 0 2 4 3 22.2% 66.60%

CR : Complete response; PR:Partial response; SD:Stable disease; PD:Progressive disease; ORR: Objective response rate; DCR: Disease control rate;

TKI:; Tyrosine kinase inhibitor.

R3 FEARTARBLIITHSH

Table 3. Therapeutic analysis of Different Targets for Non-Classical Mutation

Non-classical mutation site of EGFR n CR PR SD PD ORR DCR

G719X and its complex 10 0 5 2 3 50.0% 70.0%
20ins 6 0 1 1 4 16.7% 33.3%
L861Q 11 0 3 4 4 27.3% 63.6%
G719A 4 0 2 1 1 50.0% 75.0%
L858R complex mutation 8 0 4 4 0 50.0% 100. 0%
19Del combined with L858 R mutation 4 0 4 0 0 100. 0% 100. 0%
T790m complex mutation 6 0 1 1 4 16.7% 33.3%

EGFR ; Epidermal growth factor receptor; CR:Complete response; PR :Partial response; SD:Stable disease; PD :Progressive disease; ORR :Objective re-

sponse rate; DCR ; Disease control rate.

%4 EGFR-TKI{&fr 5 frEXRIERA L
Table 4. Adverse Effects of EGFR-TKI and Chemotherapy

EGFR-TKI Chemotherapy
n,% EGFR-TKI(n =48) Chemotherapy(n =9) P

Grade I -V Gradelll- V Grade I -V Gradelll- V Grade I -V
Diarrhea 9 (18.8) 0 4 (44.4) 0 0.092
Nausea /vomiting 6 (12.5) 0 4 (44.4) 1 (11.1) 0.021
DILI 4 (8.3) 1(2.1) 2 (22.2) 0 0.213
Adverse skin reactions 15 (31.3) 2(4.2) 1 (11.1) 0 0.217
Oral mucositis 3(6.3) 0 0 0 0.441
Neutropenia 4(8.3) 0 3 (33.3) 1 (11.1) 0.036

EGFR-TKI; Epidermal growth factor receptor-tyrosine kinase inhibitor; DILI:; Drug-induced liver injury.
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