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Application of Third-generation TKIs in EGFR-mutated Non-small Cell Lung Cancer
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Abstract: The individualization of cancer treatment has brought about revolution in clinical practice. In recent
years, EGFR-TKI has shown good anti-tumor activity in non-small cell lung cancer with EGFR positive
mutation. Compared with the first-generation EGFR-TKI, the third-generation EGFR-TKI significantly
increased the effective rate, progression-free survival and overall survival of advanced non-small cell lung
cancer with EGFR mutation, especially the brain metastases. And the third-generation EGFR-TKI also showed
the benefits of disease-free survival as the post-operative adjuvant therapy for operable EGFR-mutated non-
small cell lung cancer. Moreover, the third-generation EGFR-TKI in combination with radiotherapy showed
obvious advantages in the treatment of locally advanced and advanced oligometastatic EGFR-mutated non-
small cell lung cancer.
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Table 1 Studies about third-generation TKIs on NSCLC (efficacy)
. Appli- . Treatments Outcomes
Study (year) Design cation Population Trail group Control group ORR DCR mPFS mOS
AURA- 201(EGFR+ Osimertinib: - 62% 90% - -
extension L1 2 =2 T700M+ 80mg, qd
(2017) & stage IV)
AURA2 Phase2, =2 210(EGFR+ Osimertinib: - 70% 92% - -
(2016) single arm lines T790M+ 80mg, qd
stage
MB/IV)
AURA3 Phase 3, Line 2 419(EGFR+ Osimertinib: Pemetrexed 71% vs. - 10.1 vs. 4.4 26.8 vs. 22.5
(2016/2020)RCT T790M+  80mg, qd plus 31% months months
stage IV) carboplatin/ HR=0.30 HR=0.87
cisplatin (95%CI: (95%CI:
0.23-0.41) 0.67-1.12)
P<0.001 P=0.277
APPLLO  Phase2, =2 244(EGFR* Almonertinib: - 68.9%  93.4% 12.3 months -
(2020) single arm lines T790M+  110mg, qd
stage IV)
NCT Phase2, =2 220(EGFR+ Furmonertinib: - 74% 94% 9.6 months -
03452592 single arm lines T790M+  80mg, qd
(2021) stage IV)
FLAURA Phase 3, Line 1 556(EGFR+ Osimertinib: Gefitinib: 80%vs. 97%vs. 189 vs.10.2 months 38.6 vs. 31.8 months
(2017/ RCT stage IV) 80mg, qd 250mg qd/  76% 92% HR=0.46 HR=0.80
2019) Erlotinib: OR=1.27 OR=2.78 (95%CI:037-0.57) (95.05%CI:
150mg, qd  (95%CI:  (95%CI: P<0.001 0.64-1.00),
0.85-1.90) 1.25-6.78) P=0.046
P=024 P=0.01
AENEAS Phase 3, Line 1 429(EGFR+ Almonertinib: Gefitinib: - - 193vs.99 months -
(2021)  RCT stage V) 110mg,qd  250mg, qd HR=0.46
(95%CI: 0.36-0.60),
P<0.0001

Notes: ORR: objective response rate; DCR: disease control rate; mPFS: median progression free survival; mOS: median overall survival; HR: hazard

ratio; OR: odds ratio; —: no data recorded.
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Table 2 Studies about third-generation TKIs on NSCLC adverse events
Stud Treatments Common adverse events =grade 3
y ">
i g . g Interstitial lung ~ adverse

(year) Trail group  Control group Diarrhea Rash Paronychia  Dry skin discase events
AURA-  Osimertinib: - 43%(<1%)  40%(<1%) 31%(0) 31%(0) 4%(-) -
extension 80mg, qd
(2017)
AURA2  Osimertinib: - 34%(<1%)  41%(1%) 26%(0) - 2%(1%) -
(2016)  80mg, qd
AURA3  Osimertinib: ~ Pemetrexed 44%(1%) vs. 38%(1%) vs. 26%(0) vs. 25%(0) vs.  2%(0) vs. 9% vs. 34%
(2020) 80mg, qd plus carboplatin/  11%(1%) 7%(0) 1%(0) 5%(0) 2%(1%)

cisplatin
APOLLO Almonertinib: _ 9.4%(0.4%)  13.3%(0) - - 0(0) 20.9%
(2020) 110mg, qd
NCT Furmonertinib: >%(0) 7%(0) - B . 26%
03452592 80me. ad -
(2021) &4
FLAURA Osimertinib:  Gefitinib: 60%(3%) vs. 59%(1%) vs. 39%(1%) vs. 38%(<1%) vs. 2% vs. 1% 42% vs. 47%
(2019) 80mg, qd 250mg, qd/ 58%(3%) 79%(7%) 34%(1%)  37%(1%)

erlotinib:

150mg, qd

Notes: the numbers in brackets represented the incidence of =grade 3 common adverse events. —: no data recorded.

P<0.001) . B8 e e S S8 s rh R BT
ROLF, JUIL 198k 548 £ 38 % W7 5 Je A AR
SRR, B B TS R PR T S ZE
57, —ZARIT IR 2P IRIY . TRERERT SE R e &
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e
2.8 “ARTKIsii 24 K i 25 i 3 s
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TS 24 o AR i B I /N A0 e SR 2 e
FERIEGFRAEAREG AL i 2, 38 3 213k EGFRA 6l 177 185
RS . AR e — e R RYT IMEGFR %
A R o2 i 2P A% = AR TK s
BITIRIN S, 2GS BA IR E . fEm
FrE AR 25 (WIMET/MEKHI%] ) . EGFR-
TKIEA VEGFIIHH . Sy F2ifyy e EGFR-TKI
BRA B IRYTY, (H B AT RO & A v e = W
WG RO IR IR SR, ST R 240 5 AR HETR
Vigrze

3 FiESRE
ZE BRI I K S BB W 2K
WIUESE T LU 7 8 Je o 1 = /U TKIs7TEEGFR %

AR MR INS CLCIR YT H BB D17 280 J R 1 22 42
PE, LHAECNSHE RS FI19B k2248 i 5 rp A
BELH, W =ATKIsVE ARG 4 8GR 30
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