(P BB/AERE) 20194552055 101
CHINA ONCOLOGY 2019 Vol.29 No.10

809

A

B4 E B iR 77 624 % 2 B BR 2 2 & 1Y I IR
Fr 3 M 22

ata . THe, Wi, T2, NEE. £y, $F¥E. E2ms. mEE
1. IS A MR RHEE R / 1 iR BEIF IR RE, 16 200030 5
2. B2 R D BRI, 138 200032

[(HE] B=580: REAKHFZER-BEERREEEMH 7 (epidermal growth factor receptor-tyrosine kinase inhibitor,
EGFR-TKI) 1E&J7 /NNt (non-small cell lung cancer, NSCLC) IR & ME B4k & Mt 245, RAEVRTT M INSCLC
AT G PPk . B84 & JB e — P38 =AREGFR-TKI, H7E2E—EGFR-TKIfi £ 5 (INSCLCHF 7] 2 il s 5 35 o 17 2%
2z A A B A . L5 LA 5 Je v T W S it Tl S T U R R RS ik s 201744 H—20189 A 7E i 1T IR} =
BEstiz iz W e e (VIS filifim B2 g 626, —ZREGFR-TKIVAYT G EfE, 88.7%M B H 1% T =4 L UL A
J7, MEEBENHEASRIGITIBR IR XN, R 62410 M I B &, #r22f% (partial response, PR) 2544
(40.3%) , FEIfaE (stable disease, SD) 28%i (45.2%) , it (progressive disease, PD) 9 (14.5%) . HWL%
fit % (objective response rate, ORR) °440.3% (25/62) , ¥HifEdi|% (disease control rate, DCR) 485.5% (53/62) ,
TGt AR AE#A (median progression-free survival, mPFS) #1030 H (95% CI: 9.92~10.681H) . 38 L AR M
RAEZFNI3%, FEARRFAEE (38.7%) « KB (322%) , KXPEAH)E T BEME. &t 15k
i e R AR TR UIRIT R, BN RSONIR AR G

[XER] BAEE: M TG T790M7TEA%

DOI: 10.19401/j.cnki.1007-3639.2019.10.008

FESES: R7342 XEMREME: A XEHS: 1007-3639(2019)10-0809-06

Clinical efficacy of osimertinib in the treatment of 62 patients with advanced lung adenocarcinoma GAO
Zhigiang', WANG Weimin', CAI Yuqing’, QIN Ruoyan’, GU Aiqin', XIONG Liwen', HAN Baohui', JJANG Liyan',
SHI Chunlei' (1. Department of Respiratory Medicine, Shanghai Chest Hospital, Shanghai Jiao Tong University,
Shanghai 200030, China; 2. Department of Oncology, Longhua Hospital Affiliated to Shanghai University of Traditional
Chinese Medicine, Shanghai 200032, China)
Correspondence to: WANG Weimin E-mail:13817680693@139.com

[ Abstract] Background and purpose: Primary or secondary drug resistance to epidermal growth factor receptor (EGFR) tyrosine
kinase inhibitors (EGFR-TKI) is a new challenge in the treatment of advanced non-small cell lung cancer (NSCLC). Osimertinib is
a third-generation EGFR-TKI, and its efficacy and safety in NSCLC patients with first-generation EGFR-TKI resistance, especially
lung adenocarcinoma, are not yet clear. The purpose of this study was to observe the efficacy and adverse reactions of osimertinib in
the treatment of patients with advanced lung adenocarcinoma. Methods: From Apr. 2017 to Sep. 2018, 62 patients with advanced
(stage IV) lung adenocarcinoma were diagnosed in Shanghai Chest Hospital. The diseases were progressed after first-line EGFR-TKI
treatment. 88.7% of patients received third-line or more treatment. The efficacy and adverse reactions of osimertinib treatment were
observed. Results: Among the 62 patients with advanced lung adenocarcinoma, 25 (40.3%) achieved partial response (PR), 28 (45.2%)
had stable disease (SD), and 9 (14.5%) had progressive disease (PD). The objective response rate (ORR) was 40.3% (25/62), the
disease control rate (DCR) was 85.5% (53/62), and the median progression-free survival (mPFS) was 10.30 months (95% CI: 9.92-
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10.68 months). The incidence of adverse events of degree 3 and above was 11.3%. The main adverse events were diarrhea (38.7%)

and rash (32.2%), which were significantly alleviated after symptomatic treatment. Conclusion: Osimertinib definitely has a curative

effect in the treatment of patients with advanced lung adenocarcinoma, and the incidence of adverse reactions is low.
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Tab. 1 Clinical characteristics of 62 patients with EGFR mutation

positive advanced lung adenocarcinoma

Characteristic n(%)
Gender
Male 29 (46.8)
Female 33(53.2)
Agelyear
<65 37(59.7)
=65 25 (40.3)
Smoking history
Smoker 11 (17.7)
Non-smoker 37(59.7)
Unknown 14 (22.6)
Secondary biopsy 23 (37.1)

EGFR status initial

19 del 35(56.5)

21 L858R 16 (25.8)

Unknown or rare mutation 11 (17.7)
T790M status

) 45 (72.6)

) 5(8.1)

Unknown 12 (19.3)
Brain assessments before therapy

Brain metastasis (+) 11 (17.7)

Brain metastasis (-) 51(82.3)
Number of metastatic sites before therapy

<3 11 (17.7)

=3 51(82.3)
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AR5 S AR 57 BOE M AR ME (Response
Evaluation Criteria in Solid Tumors, RECIST )
LUHATITRGR 0, 4845 2 M (complete
response, CR) . #i43rZ%f# ( partial response,
PR) . BJ5FaE (stable disease, SD) FlIPD,
WA % E (objective response rate, ORR)
= (CR+PR) /i ] S Ex100% , % 12 ) %
( disease control rate, DCR ) = (CR+PR+SD)
Mo S A< 100%, Joif 7] ( progression-
free survival, PFS) NHBE A JEIGIT 1R EPD
SR JE BT ), SEAER] (overall
survival, OS) NEFH HRAERRIBITE 2 EH
ST BT I] o AR S [ [ 37 e i it 5 e FH e 1k
PRfE4. ORSUAS P AN RSO

BERIR F R AR T 48 5 2 A C T
Wy sk, M2 3 a) e 30 5 4 1 iR S TR
FE AT R S R A DRI T 2 BE DT, KR
I T2 kDT Ry 8 AT I R T BE T
1.4 T7T9OME R RIARSHIR N T %

S0 B E A T TT90MIEERH 28 A REs , H
L LEIATE R AL ZY, 3461 AR I, SR i A
ZHZ S A AR, Ay vk A SR il
I ( polymerase chain reaction, PCR) &, A%
Y tEY 1 248 (amplification refractory mutation
system, ARMS ) . % =N8(FPCR (droplet
digital PCR, ddPCR ) . Cobasik il — /Ll JF

( next generation sequencing, NGS) .

1.5 SEit=FaE

FKHISPSS 1908 AT 51t 2% 7 b o %
(1 A i L A 3, PFS B2 OSZ6 A 1740 M 3%
Kaplan-Meieri& #4715, AR Z 18] 1 AR
Filog-ranki 46 . P < 0.05 27458 X,

2 Mg
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i, PR 25 (40.3%) , SD 28% (45.2%) ,
PD 9] (14.5%) ., ORR540.3% (25/62) ,
DCR#85.5% ( 53/62) ., "H{iiPFS ( median PFS,
mPFS ) }10.30H (95% CI: 9.92 ~10.68
) o WA, BAEJEIRITHTAATE19del
5575 L FH JORR M 51.4%, DCRK91.4%, mPFES
F10.7540H, #7621 L858REAF HHH ORR N
31.3%, DCR475.0%, mPFS}8.434H ., T190M
375 FHME R % I ORR H44.4%, DCR488.9%,
mPFSA10.520H o 1155 B35 HORRA
54.5%, DCR}100.0%, mPFSJH10.56/ ., A
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22 =&
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Tab. 2 Analysis of the response to osimertinib in 62 patients with advanced lung adenocarcinoma

Characteristic N ORR n(%)  Pvalue DCRn(%) P value mPFS (95% CI) #/month P value
Gender 10.30 (9.92-10.68)
Male 29 13 (44.8) 0.498 25(86.2) 0.834 10.16 (8.27-12.04) 0.456
Female 33 12 (36.4) 28 (84.8) 9.66 (8.49-10.82)
Age/year
<60 37 12 (32.4) 0.123 32 (86.5) 0.785 9.34 (7.81-10.88) 0.851
=60 25 13 (52.0) 21 (84.0) 10.37 (8.66-12.08)
Smoking history
Smoker 11 4(36.4) 0.966 9 (81.8) 0.314 9.50 (8.34-10.66) 0.538
Non-smoker 37 15 (40.5) 33(89.2) 12.66 (10.48-14.84)
Unknown 14 6(42.9) 11 (78.6) 8.24 (6.08-10.41)
EGFR status initial
19del 35 18 (51.4) 0.042 32(91.4) 0.250 10.75 (9.48-12.03) 0.130
21 L858R 16 5(31.3) 12 (75.0) 8.43 (6.61-10.24)
Unknown or rare mutation 11 2(18.2) 9 (81.8) 9.98 (6.92-13.03)
T790M status
+) 45 20 (44.4) 0.282 40 (88.9) 0.404 10.52 (9.23-11.82) 0.106
(@) 5 2 (40.0) 3(60.0) 6.80 (4.28-9.32)
Unknown 12 3(25.0) 10 (83.3) 8.26 (6.40-10.11)
Brain assessments before therapy
Brain metastasis (+) 11 6 (54.5) 0.289 11 (100.0) 0.132 10.56 (9.54-11.58) 0.458
Brain metastasis (-) 51 19 (37.3) 42 (82.4) 9.83 (8.48-11.18)
Number of metastatic sites before therapy
<3 42 19 (45.2) 0.253 36 (85.7) 0.756 10.37 (8.95-11.79) 0.681
=3 20 6(30.0) 17 (85.0) 8.98 (7.37-10.59)

*3 BHEERATe25IMEIAMIREBENRRRE
Tab.3 The adverse effects of osimertinib in 62 patients with advanced lung adenocarcinoma
Grade
Adverse effect Percentage/%
1-2 3-4
Diarrhea 21 3 38.7
Rash 18 2 322
Xerosis cutis 14 0 22.6
Onychia lateralis 10 0 16.1
Nausea 9 0 14.5
Poor appetite 9 0 14.5
Constipation 8 0 12.9
Anemia 5 0 8.1
Thrombocytopenia 1 1 32
Heart failure 0 1 1.6
Dyscrasia 1 0 1.6
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Tab. 4 Diagnostic biospecimen type and testing methods for determining 7790M mutation status

PCR Sequencing

Biospecimen type Case n Unknown

ARMS ddPCR Cobas NGS

Tissue 11 2 0 0 9 /

Blood 34 0 28 6 0 /

Tissue and blood 5 1 5 3 1 /

None 12 / / / / 12

Total 62 3 33 9 10 /
cancer, SCLC) VI N [ fZ-[a]Ji%% 4k ( epithelial-

3% i

T7T9OMRAL 75— . “AREGFR-TKI#&H N
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K KHF (hepatocyte growth factor, HGF ) i3
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T R 7E—(REGFR-TKIM{ 25 )5, #riEAg
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IS BRS04 T B 7 B Je 1297 TT90MFH
PEMEIINSCLCH X 22 24t ( central nervous
system, CNS) BJ7&L, 7eEAa[M&EA ()
ANAT HE CNSH kLAY 2, ORRA3 511 H40%
(30/75, 95% CI: 29%~ 52%) F17% ( 7/41,
95% CI: 7%~32%) (P=0.014) . fEHAG A
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5.7 H (95% CI: 4.4~5710H) ; CNSHY
mPFSH11.7f15.6 7 H (P=0.004) . AW H
SRIEER Y, AT RTETTOOMBAYE R IINSCLC
BE, WAFICIRIT T2 R RIT AL
LR21 18

MR 4 AN 7] ) U 8 A8 R 47 41 43 B, 19del



814

SR, § REBEOS62ARAMRESSNIGRISBNE

R B HJORR M 51.4%, DCRH91.4%, mPFS
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31.3%, DCR475.0%, mPFSH8.434H ., T790M
SEAE A B P ORR M44.4%, DCRK88.9%,
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