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Abstract 

Background Furmonertinib (AST2818) is a brain penetrant pan-epidermal growth factor receptor (EGFR) tyrosine 
kinase inhibitor (TKI) targeting both EGFR sensitizing mutations and T790M mutation. We report the pooled central 
nervous system (CNS) efficacy data of furmonertinib in patients with EGFR T790M mutated non-small cell lung cancer 
(NSCLC) from two phase 2 studies.

Methods This was a pooled, post-hoc analysis of two phase 2 studies (NCT03127449 [phase 2a study of furmonerti-
nib], NCT03452592 [phase 2b study of furmonertinib]). In the phase 2a study, patients received furmonertinib 40 mg, 
80 mg, 160 mg, or 240 mg orally once daily. In the phase 2b study, all patients received furmonertinib 80 mg orally 
once daily. CNS efficacy of furmonertinib was analyzed in patients with baseline CNS lesions by an independent 
review center per Response Evaluation Criteria in Solid Tumors version 1.1.

Results A total of 132 patients with baseline CNS metastases were included in this analysis. In 52 patients with 
measurable CNS lesions, CNS objective response rates were zero (0/1), 65% (22/34), 85% (11/13), and 25% (1/4), and 
CNS disease control rates were zero (0/1), 97% (33/34), 100% (13/13), and 100% (4/4) in the 40 mg, 80 mg, 160 mg, 
and 240 mg orally once daily group, respectively. In patients with measurable or non-measurable CNS lesions, median 
CNS progression-free survival was 2.8 months (95% confidence interval [CI] 1.4–8.3), 11.6 months (95% CI 8.3–13.8), 
19.3 months (95% CI 5.5-not available [NA]), and not reached (95% CI 2.8 months-NA) in the 40 mg, 80 mg, 160 mg, 
and 240 mg orally once daily group, respectively.

Conclusions Furmonertinib showed promising CNS efficacy in doses of 80 mg orally once daily or higher in patients 
with EGFR T790M mutated NSCLC.
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Trial registration Both studies were registered on ClinicalTrial.gov. The phase 2a study was registered with 
NCT03127449 on April 25, 2017; The phase 2b study was registered with NCT03452592 on March 2, 2018.
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Background
Epidermal growth factor receptor (EGFR) sensitizing 
mutations were the most frequent driven alterations 
detected in non-small cell lung cancer (NSCLC), espe-
cially in Asian patients with lung adenocarcinoma [1, 2]. 
Treatment with first- and second-generation EGFR tyros-
ine kinase inhibitors (TKIs) had prolonged the median 
progression-free survival (PFS) to 9.2–14.7  months in 
EGFR mutated advanced NSCLC patients [3–7], which 
was superior to chemotherapy and changed the treat-
ment landscape of NSCLC dramatically. Nevertheless, 
resistance would inevitably occur and the most common 
reason for first- and second-generation EGFR TKI treat-
ment failure was a secondary EGFR T790M mutation.

Several covalent pyrimidine-based third-generation 
EGFR TKIs such as osimertinib and rociletinib were 
developed to act against EGFR T790M mutation [8, 9]. 
Osimertinib was the first approved third-generation 
EGFR TKI for the first-line treatment of patients with 
metastatic NSCLC whose tumors have EGFR 19Del or 
L858R mutations and for the treatment of patients with 
metastatic EGFR T790M mutation-positive NSCLC 
whose disease has progressed on or after EGFR TKI 
therapy by the US Food and Drug Administration (FDA) 
[10–13].

Brain metastases (BM) were commonly reported in 
patients with NSCLC and were associated with poor sur-
vival outcomes [14]. Compared with unselected patients, 
NSCLC patients with EGFR sensitizing mutations were 
found to have a higher incidence of BM [15]. Therefore, 
it is crucial to develop EGFR TKIs with central nervous 
system (CNS) activity and to evaluate the CNS efficacy in 
clinical studies irrespective of treatment lines.

Furmonertinib (AST2818) is a brain penetrant pan-
EGFR TKI developed by Shanghai Allist Pharmaceuticals 
Co., Ltd, Shanghai, China. It has a trifluoroethoxypyr-
idine-based molecule structure and can irreversibly 
inhibit EGFR T790M mutation with high selectivity [16]. 
In preclinical studies, the concentration of furmonertinib 
and its main active metabolite in the brain was higher 
than that in the plasma, indicating that furmonerti-
nib had the potential to treat CNS metastases [16]. In a 
phase 2b study, the CNS objective response rate (ORR) 
of furmonertinib 80 mg orally once daily in EGFR T790M 
mutated NSCLC patients was 66% and the median CNS-
PFS was 11.6  months [17]. In the phase 3 FURLONG 
study, furmonertinib was associated with higher PFS and 

CNS-PFS compared with gefitinib in EGFR sensitizing 
mutation positive, untreated, CNS metastatic patients 
[18, 19]. These data had demonstrated the CNS efficacy of 
furmonertinib 80 mg orally once daily, but the evidence 
of other doses for CNS metastases was lacking. Here we 
report the CNS efficacy of different doses of furmoner-
tinib in EGFR T790M mutated, CNS metastatic NSCLC 
patients, along with the exploratory genetic analysis. 
FURLONG study was excluded in this analysis because it 
was a first-line study (patients with common EGFR sensi-
tizing mutations without T790M mutation), whereas the 
pooled analysis of two phase 2 studies (NCT03127449 
[phase 2a study of furmonertinib], NCT03452592 [phase 
2b study of furmonertinib]) was focused on furmonerti-
nib in pre-treated patients with T790M mutation.

Methods
Study design and procedures
This was a pooled, post-hoc analysis of two phase 2 stud-
ies (NCT03127449 [phase 2a study of furmonertinib], 
NCT03452592 [phase 2b study of furmonertinib]). Both 
studies were open-label, single-arm, multi-center study, 
which conducted in 14 and 46 hospitals in the People’s 
Republic of China, respectively. Eligible patients received 
furmonertinib 40  mg, 80  mg, 160  mg, or 240  mg orally 
once daily in the phase 2a study and received furmoner-
tinib 80 mg orally once daily in the phase 2b study, both 
until disease progression or any other cessation criterion 
was met.

Blood samples were collected at baseline and six weeks 
after treatment for exploratory genetic analysis. The 
genetic analysis was done with next-generation sequenc-
ing (NGS, Tongshu Biotech, Shanghai, China), a target 
panel of 556 genes with mean sequencing depths of more 
than 7000 times, detailed information could be found in a 
previous publication [17].

Patients
For detailed information on patient inclusion and exclu-
sion criteria, please refer to two previous publications 
by Shi Y et  al. [16, 17]. Briefly, eligible patients in both 
studies were aged at least 18  years old, with locally 
advanced or metastatic NSCLC diagnosed histologi-
cally or cytologically, had measurable diseases as defined 
by the Response Evaluation Criteria in Solid Tumors 
(RECIST) version 1.1, had radiologically documented 
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disease progression on first- or second-generation EGFR 
TKIs, with EGFR T790M mutation confirmed using 
tumor tissue by the central lab, with Eastern Coopera-
tive Oncology Group (ECOG) performance status (PS) of 
0–2. Patients with asymptomatic, stable CNS metastases 
which did not require steroids for four weeks or more 
before the first dose of furmonertinib were allowed for 
enrolment.

Assessments
Tumor assessments were done every six weeks for the 
first 48 weeks, and then every 12 weeks until disease pro-
gression. Baseline brain scans (computerized tomogra-
phy or magnetic resonance imaging) were mandated for 
all patients at study entry. Subsequent brain imaging was 
required with the same method used at baseline when 
clinically indicated and in patients with confirmed CNS 
metastases.

The patients with baseline CNS metastases according 
to an independent review center (IRC) constituted this 
analysis. Patients were grouped based on the doses of fur-
monertinib. The endpoints in this report included CNS-
ORR, CNS disease control rate (DCR), CNS-PFS, and 
CNS duration of response (DoR) of each group. Patients 
with measurable or non-measurable CNS lesions were 
defined as CNS full analysis set (cFAS). Patients with 
measurable CNS lesions were defined as CNS evaluable-
for-response set (cEFR). All the CNS measurements were 
assessed by an IRC according to the RECIST version 1.1.

CNS-ORR was defined as the proportion of patients 
who achieved complete response (CR) or partial response 
(PR) in CNS lesions with subsequent confirmation. CNS-
DCR was defined as the proportion of patients who were 
assessed as CR, PR, or stable disease in CNS lesions. 
CNS-PFS was defined as the time from the date of the 
first dose of furmonertinib to the date of documented 
CNS disease progression or death with any reason, 
whichever came first. CNS-DoR was defined as the time 
from the date of first documented CNS-ORR to the date 
of CNS disease progression or all-cause death, whichever 
came first.

An exploratory analysis of circulating tumor DNA 
(ctDNA) was also conducted to reveal more biologi-
cal information during the study. The analysis included 
qualitative detection of biomarkers in ctDNA at base-
line, plasma EGFR T790M mutation clearance rate after 
six weeks of treatment, and their predictive roles in CNS 
efficacy of furmonertinib.

Statistical analysis
The determination of sample size of the two studies could 
be found in published articles by Shi Y et al. [16, 17]. In 
this pooled analysis, the CNS-ORR and CNS-DCR were 

calculated on the basis of the confirmed best response 
of CNS lesions during the study, and the two-sided 
confidence intervals (CIs) were performed with Clop-
per-Person exact method. For time-to-event endpoints 
(CNS-PFS and CNS-DoR), Kaplan–Meier method was 
used to determine the median values and correspond-
ing two-sided 95% CIs. Hazard ratios (HRs) of CNS-PFS 
were calculated using COX proportional hazards model, 
corresponding p values and two-sided 95% CIs were cal-
culated using Wald test. All the statistical analyses were 
done with SAS (version 9.4, SAS Institute Inc., Cary, NC, 
USA).

Results
Patients
A total of 116 patients were enrolled in the phase 2a study 
from June 1, 2017 to July 24, 2018, of which 45 (39%) 
patients with CNS metastases at baseline were included 
in this analysis. Two hundred and twenty patients were 
enrolled in the phase 2b study from June 4 to December 
8 in 2018, and 87 (40%) patients with CNS metastatic 
at baseline were analyzed in this report. In total, 132 
patients with measurable or non-measurable CNS lesions 
constituted the cFAS and 52 patients with measurable 
CNS lesions were included in the cEFR population. In 
the cFAS, three patients received furmonertinib 40  mg 
orally once daily, 99 patients received furmonertinib 
80 mg orally once daily, 23 patients received furmonerti-
nib 160 mg orally once daily, and seven patients received 
furmonertinib 240 mg orally once daily. In the cEFR, the 
numbers of patients who were assigned to the groups of 
furmonertinib 40 mg, 80 mg, 160 mg, and 240 mg orally 
once daily were one, 34, 13, and four, respectively (Fig. 1). 
Fifty-five per cent (72/132) of the patients had more than 
three CNS lesions at baseline. Detailed patient baseline 
characteristics in the cFAS were shown in Table 1.

Efficacy
The data cut-off date of this analysis was January 29, 
2020. The median follow-up time was 13.5  months 
(range 0.1–26.1). In the cEFR population, CNS objective 
response was achieved in zero, 22 (65%), 11 (85%), and 
one (25%) patient(s) while CNS disease control was doc-
umented in zero, 33 (97%), 13 (100%), and four (100%) 
patient(s) in the 40  mg, 80  mg, 160  mg, and 240  mg 
orally once daily group, respectively (Table  2, Fig.  2A). 
The only patient who was assessed as progressive dis-
ease (PD) as the best response in CNS lesions was in the 
lowest dose group (40  mg orally once daily group). The 
benefit of CNS objective response was consistent in dif-
ferent subgroups (Fig. 2B). In nine patients received brain 
radiotherapy owing to CNS metastases before enrol-
ment, CNS-ORR was 56% and CNS-DCR was 100%. The 
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Fig. 1 Study flowchart of furmonertinib. CNS, central nervous system. cFAS, CNS full analysis set. cEFR, CNS evaluable-for-response set

Table 1 Patients’ baseline characteristics in the cFAS

a  Two patients in 80 mg orally once daily group harbored de-novo EGFR T790M mutation

cFAS CNS full analysis set, EGFR epidermal growth factor receptor, CNS central nervous system

Characteristics Groups

40 mg orally 
once daily
(n = 3)

80 mg orally 
once daily
(n = 99)

160 mg orally 
once daily
(n = 23)

240 mg orally 
once daily
(n = 7)

Age, year, median (range) 47 (44–55) 60 (30–78) 53 (39–67) 55 (37–74)

Sex

 Male, n(%) 1 (33) 41 (41) 9 (39) 2 (29)

 Female, n(%) 2 (67) 58 (59) 14 (61) 5 (71)

EGFR mutation subtype

 19Del, n(%) 0 54 (55) 12 (52) 4 (57)

 L858R, n(%) 3 (100) 42 (42) 11 (48) 3 (43)

 19Del + L858R, n(%) 0 1 (1) 0 0

 Other, n(%)a 0 2 (2) 0 0

Number of CNS lesions

 1–3, n(%) 2 (67) 46 (46) 8 (35) 4 (57)

 ≥ 4, n(%) 1 (33) 53 (54) 15 (65) 3 (43)

CNS radiotherapy history, n(%) 0 19 (19) 3 (13) 0

CNS surgery history, n(%) 0 1 (1) 0 0
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median CNS-DoR was 9.7 months (95% CI 6.9-not avail-
able [NA]) in the 80 mg orally once daily group and not 
reached (NR) in the 160 mg and 240 mg orally once daily 
group, respectively (Fig. 3A). The proportion of patients 
estimated to be remaining in response at 12 months after 
the onset of response was 42.6% (95% CI 19.6–64.0%), 
88.9% (95% CI 43.3–98.4%), and 100% (95% CI 100–
100%) in the 80 mg, 160 mg, and 240 mg orally once daily 
group, respectively.

In the cFAS population, three (100%), 53 (54%), eight 
(35%), and one (14%) patient(s) in the 40  mg, 80  mg, 
160  mg, and 240  mg orally once daily group had pro-
gressed in CNS lesions or died at the data cut-off date, 
respectively. The corresponding median CNS-PFS was 
2.8 months (95% CI 1.4–8.3), 11.6 months (95% CI 8.3–
13.8), 19.3  months (95% CI 5.5-NA), and NR (95% CI 
2.8  months-NA), respectively (Fig.  3B). CNS-PFS rate 
at 12  months was 0, 50% (95% CI 38–60%), 64% (95% 
CI 37–82%), 86% (95% CI 33–98%) in the 40 mg, 80 mg, 
160 mg, and 240 mg orally once daily group, respectively.

Exploratory analysis
Of the 132 patients with CNS metastases at baseline 
enrolled in the phase 2a and 2b studies, 119 patients 
provided plasma samples for ctDNA testing, and 93 
(78%) of these patients were at 80  mg orally once daily 
dose. Ninety-nine (83%) patients harboured plasma gene 
alterations in addition to EGFR mutations, including six 
(5%) patients with tumor suppressor gene (PTEN, TP53, 
or RB1) mutations and 93 (78%) patients with oncogenic 
driver gene (ALK, BRAF, ERBB2, KRAS, MET, RET, or 
ROS1) alterations or amplificated EGFR irrespective of 
tumor suppressor gene mutations. The median CNS-
PFS was 11.6 months (95% CI 8.4–13.8) in patients with 
additional plasma gene alterations and NR (95% CI 
9.9 months-NA) in patients who harboured only plasma 

EGFR mutations (HR 2.21 [95% CI 0.95–5.17], p = 0.06; 
Fig. 4A) based on all doses. In the 80 mg orally once daily 
group (n = 93), the median CNS-PFS was 10.5  months 
(95% CI 8.3–13.7) and NR (95% CI 9.9  months-NA) in 
patients with and without additional plasma gene altera-
tions, respectively (HR 2.40 [95% CI 1.02–5.64], p = 0.04; 
Fig. 4B).

Among the 119 patients who underwent ctDNA detec-
tion at baseline, 84 (71%) patients were plasma EGFR 
T790M mutation positive. Among these 84 patients, 
their ctDNA was re-evaluated after six weeks of treat-
ment. The plasma EGFR T790M mutation was undetect-
able in 71 (85%) patients at week six (Additional file  1: 
Figure S1). The clearance rates of plasma EGFR T790M 
mutation were similar between different doses, except for 
the not-calculatable result in the 40 mg orally once daily 
group (Additional file 2: Table S1). Among the 84 patients 
with detectable EGFR T790M at baseline, their median 
CNS-PFS was 13.2 months (n = 71, 95% CI 8.4–19.3) in 
patients with plasma EGFR T790M mutation cleared and 
10.5 months (n = 13, 95% CI 8.4-NA) in patients still har-
bouring plasma EGFR T790M mutation after six weeks 
of treatment (HR 0.87 [95% CI 0.37–2.08], p = 0.77; Addi-
tional file 3: Figure S2).

Discussion
In this post-hoc, pooled analysis of two phase 2 studies, 
furmonertinib 80–240  mg orally once daily was effec-
tive in treating CNS metastatic NSCLC patients with 
EGFR T790M mutation. Numerically better response 
and longer median CNS-PFS were observed in patients 
treated by furmonertinib 160  mg orally once daily with 
limited cases, which warranted further investigation.

CNS metastases represented a risk factor for poor 
prognosis in EGFR mutated NSCLC patients treated 
with first- or second-generation EGFR TKIs [20]. 

Table 2 Best CNS response in the cEFR population

CNS central nervous system, cEFR CNS evaluable-for-response set, CR complete response, PR partial response, SD stable disease, PD progressive disease, NE not 
evaluated, ORR objective response rate, CI confidence interval, DCR disease control rate

CNS response Groups

40 mg orally 
once daily
(n = 1)

80 mg orally 
once daily
(n = 34)

160 mg orally 
once daily
(n = 13)

240 mg orally 
once daily
(n = 4)

CR, n (%) 0 1 (3) 1 (8) 0

PR, n (%) 0 21 (62) 10 (77) 1 (25)

SD, n (%) 0 11 (32) 2 (15) 3 (75)

PD, n (%) 1 (100) 0 0 0

NE, n (%) 0 1 (3) 0 0

CNS-ORR (95%CI) 0 65% (47–80%) 85% (55–98%) 25% (1–81%)

CNS-DCR (95%CI) 0 97% (85–100%) 100% 100%
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Third-generation EGFR TKIs were effective in treating 
EGFR T790M mutated NSCLC, but the median PFS and 
median overall survival (OS) of CNS metastatic patients 
were still shorter compared with patients without 

CNS metastases. In a pooled analysis of AURA exten-
sion and AURA2 studies, the median PFS treated with 
osimertinib was 8.2  months (95% CI 6.9–9.7) in CNS 
metastatic group and 12.4  months (95% CI 9.8–13.8) 

Fig. 2 A Waterfall plot for the best percentage change of furmonertinib in CNS lesions in the cEFR. The dashed lines at 20% and -30% indicate the 
thresholds for PD and PR, respectively. One patient in 80 mg orally once daily group was not evaluable. B Forest plot of subgroup of patients having 
objective response of furmonertinib in the cEFR. The reference line at 65% represented the overall CNS-ORR. CNS, central nervous system. cEFR, 
CNS evaluable-for-response set. PD, progressive disease. PR, partial response. ORR, objective response rate. DCR, disease control rate. CI, confidence 
interval. EGFR, epidermal growth factor receptor
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in CNS non-metastatic group. Similarly, the median 
OS was 20.3  months (95% CI 17.5–23.6) in CNS meta-
static patients and 30.7  months (95% CI 27.5–36.4) 
in CNS non-metastatic patients [21]. In the phase 3 
AURA3 study, the median PFS with osimertinib was 

8.5 months (95% CI 6.8–12.3) in CNS metastatic patients 
and 10.8  months (95% CI 8.3–12.5) in CNS non-met-
astatic patients [11]. The median OS with osimertinib 
was 19.2  months (95% CI 16.1–24.3) in patients with 
CNS metastases and 31.8  months (95% CI 26.6–35.9) 

Fig. 3 CNS-DoR and CNS-PFS in each group of furmonertinib. A CNS-DoR in the cEFR; B CNS-PFS in the cFAS. CNS, central nervous system. DoR, 
duration of response. PFS, progression-free survival. cEFR, CNS evaluable-for-response set. cFAS, CNS full analysis set. NA, not available. NR, not 
reached. CI, confidence interval
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in patients without CNS metastases [22]. These results 
indicated that there were unmet medical needs in EGFR 
T790M mutated, CNS metastatic NSCLC patients.

Several studies explored higher doses or dose escala-
tions of EGFR TKIs to enhance the disease manage-
ment of CNS metastases. A phase 1 study showed that 
pulse/continuous-dose erlotinib (1200  mg on days 1–2 
and 50  mg on days 3–7 weekly) produced a 75% CNS 
response rate in EGFR mutated lung cancer patients 
with untreated brain metastases [23]. In the BLOOM 
study, osimertinib 160  mg orally once daily resulted in 

a leptomeningeal lesions ORR of 62% and a median PFS 
of 8.6  months in treated EGFR mutated NSCLC with 
leptomeningeal metastases [24]. In a subcohort analysis 
with 11 patients from a phase 2 study, the dose escala-
tion of osimertinib to 160  mg orally once daily post 
intracranial progression on osimertinib 80  mg orally 
once daily still showed a 54% intracranial response rate 
and a median intracranial PFS of 8.1 months [25]. Two 
other reports also indicated the potential of dose esca-
lation of osimertinib in the treatment of CNS progres-
sion after the failure on standard dose [26, 27]. Our 

Fig. 4 CNS-PFS of patients with and without additional plasma gene alterations at baseline. A All doses of furmonertinib; B Eighty mg orally once 
daily of furmonertinib. Plasma gene alterations in addition to EGFR mutations including tumor suppressor gene (PTEN, TP53, or RB1) mutations and 
oncogenic driver gene (ALK, BRAF, ERBB2, KRAS, MET, RET, ROS1, or amplificated EGFR) alterations. CNS, central nervous system. PFS, progression-free 
survival. CI, confidence interval. NR, not reached. NA, not available. HR, hazard ratio 



Page 9 of 11Hu et al. BMC Medicine          (2023) 21:164  

analysis added to the evidence for the CNS efficacy of 
higher dose of EGFR TKIs in CNS metastatic, EGFR 
mutated NSCLC patients. However, all of these stud-
ies should be interpreted with caution due to the small 
sample size or the post-hoc or retrospective nature, and 
larger prospective studies are warranted. Several studies 
are ongoing to further investigate the efficacy of higher 
doses of furmonertinib (NCT05465343, NCT05379803) 
and aumolertinib (NCT04870190) in patients with CNS 
metastases.

The predictive role of baseline plasma gene altera-
tions in addition of EGFR mutations was explored in 
some studies. The BENEFIT study showed that EGFR 
mutated NSCLC patients with concurrent alterations of 
tumor-suppressor genes or oncogenes were associated 
with shorter median PFS when treated with gefitinib 
[28]. In the phase 2b study of furmonertinib, median 
PFS was numerically shorter in patients with additional 
gene alterations besides EGFR mutations (including 
tumor suppressor genes [TP53, RB1, or PTEN], onco-
genes [ALK, MET, ERBB2, KRAS, BRAF, RET, ROS1, or 
amplificated EGFR]) than those without at baseline [17]. 
Similarly, this analysis showed poor predictive effects of 
accompanying plasma gene alterations on CNS-PFS in 
patients with EGFR T790M mutated NSCLC, indicating 
that additional gene alterations could also be a potential 
biomarker in CNS efficacy analysis.

The clearance of plasma EGFR T790M mutation after 
treatment was supposed to predict a better outcome in 
EGFR mutated NSCLC patients. In the osimertinib arm 
of the AURA3 study, median PFS was significantly longer 
in patients with plasma EGFR mutation clearance at 
week three than those without (10.9 months [95% CI 8.3–
12.7] versus 5.7 months [95% CI 4.1–9.7], HR 0.5 [95% CI 
0.3–0.8], p = 0.0022) [29]. In the FLAURA study, patients 
with non-detectable plasma EGFR mutations at week 
three also showed meaningfully longer median PFS than 
those detected (13.5  months [95% CI 11.1–15.2] versus 
9.5 months [95% CI 7.0–10.9], HR 0.57 [95% CI 0.4–0.7], 
p < 0.0001) [30]. However, these studies did not evaluate 
the relationship between plasma EGFR mutation clear-
ance and CNS outcomes. In this analysis, after six weeks 
of treatment with furmonertinib, plasma EGFR T790M 
clearance was tested and 85% (71/84) patients with 
plasma EGFR T790M clearance did not show a superior 
CNS-PFS than those without. Additionally, although 
patients taking higher doses of furmonertinib seemed 
to have better CNS clinical outcomes, the plasma EGFR 
T790M clearance rate was similar in different groups. 
These results indicated that plasma EGFR T790M clear-
ance might not serve as a predictive biomarker in CNS 
efficacy of furmonertinib and the possible mechanisms 
warranted further exploration.

There were some limitations of this report. First, this 
was a post-hoc analysis which did not exam the statis-
tical difference among different groups, and whether 
higher doses of furmonertinib could bring better out-
comes required further investigation. Second, the effi-
cacy of furmonertinib 240  mg orally once daily did not 
show a promising ORR possibly due to the small sample 
size, although the median CNS-PFS was NR with fur-
monertinib 240 mg orally once daily, and all the patients 
with 160 mg or 240 mg orally once daily furmonertinib 
achieved CNS disease control. Third, the definition of 
CNS-PFS in this pooled post-hos analysis was consistent 
with previous published CNS analysis of third-genera-
tion EGFR TKIs including AURA extension and AURA2 
pooled [31], FLAURA [32], FURLONG [19], however, 
the observed treatment benefit in the CNS-PFS analy-
sis might be influenced as patients did not continue to 
receive brain scans following disease progression (irre-
spective of site of progression) or discontinuation from 
study with no CNS progression or death were censored 
at date last evaluable CNS assessment.

Conclusions
In summary, this is an analysis reporting the CNS efficacy 
of furmonertinib with different doses in EGFR T790M 
mutated NSCLC patients and reveals that furmonertinib 
of 80 mg orally once daily or higher is effective in CNS 
metastatic patients. The higher dose of furmonertinib is 
promising in treating CNS metastases and several studies 
are ongoing.
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