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METHODS

INTRODUCTION

• First-line osimertinib combined with platinum–pemetrexed 

has been established as a preferred standard regimen for 

patients with advanced EGFR-mutated non–small cell lung 

cancer (NSCLC), supported by the phase III FLAURA2 trial1-

2, which demonstrated significantly prolonged progression-

free survival (PFS) and overall survival (OS) compared with 

osimertinib monotherapy. 

• Nevertheless, real-world evidence regarding diverse 

treatment patterns, including chemotherapy (CTx) regimens, 

dose intensity, cycle number, treatment duration, and their 

impacts on clinical outcomes, remains limited3-5. 

• The FOREFRONT study (NCT06376084) is a prospective, 

multicenter, observational study designed to evaluate the 

effectiveness and safety of first-line osimertinib plus CTx in 

patients with locally advanced or metastatic EGFR-mutant 

(Ex19del/L858R) NSCLC within a real-world clinical setting.

• Eligible patients were adults with previously untreated EGFR-

mutant (Ex19del/L858R) NSCLC. CTx regimens, doses, and 

cycles were not prespecified and were determined at the 

physician’s decision. The primary endpoint is real-world PFS, 

with secondary endpoints evaluating real-world treatment 

patterns, effectiveness, and safety (Figure 1). 

• Here we report the first interim analysis of the patient 

characteristics, treatment patterns, and preliminary safety 

profile.

Primary:
• Real-world PFS (rwPFS) 

Secondary:
• CTx regimens and treatment 

duration

• ORR, DOR, OS

• Safety (SAE, TRAE, AESI)

Key inclusion criteria

• Aged ≥18 years 

• Pathologically confirmed locally advanced or 

metastatic NSCLC

• EGFR sensitive mutation-positive 

(Ex19del/L858R) 

• Patients receiving osimertinib plus CTx as 

first-line treatment 

• WHO PS 0-2

• Patients with asymptomatic CNS metastases 

with stable neurological status

Study endpoints

WHO, World Health Organization; PS, Performance status; CNS, Central nervous system;

ORR, Objective response rate; DOR, Duration of response; SAE, Serious adverse events; 

TRAE, Treatment-related adverse events; AESI, Adverse events of special interest.

Figure 1. Study design 

RESULTS

Baseline characteristics
• A total of 532 Chinese patients were enrolled and received 

osimertinib plus CTx from 52 sites between July 2024 and 

August 2025. Among them 47.4% were male, and the 

median age was 60. The proportion of patients with CNS, 

bone metastases and multiple organ metastasis (≥3) was 

34.6%, 45.1% and 28.0%, respectively. The proportions of 

WHO PS score of 0, 1, and 2 were 32.7%, 65.8 %, and 

1.5%, respectively (Table 1). 

3
Osimertinib + CTx 

(n=532)

Age, median (range), years 60.0 (30, 82)

Sex, n (%)

Female 280 (52.6)

Male 252 (47.4)

EGFR-mutant type, n (%)

19del 249 (46.8)

L858R 280 (52.6)

Other 3 (0.6)

WHO PS , n (%)

0 174 (32.7)

1 350 (65.8)

2 8 (1.5)

Smoking status, n (%)

Never 378 (71.1)

Current 44 (8.3)

Former 110 (20.7)

Histologic type, n (%)

Adenocarcinoma 521 (97.9)

Adenosquamous 5 (0.9)

Other 6 (1.2)

Locally advanced/ metastatic, n (%)

CNS metastatic 184 (34.6)

Bone metastatic 240 (45.1)

Liver metastatic 13 (2.4)

Multiple organ metastasis ≥ 3 149 (28.0)

Table 1. Baseline characteristics

CTx regimens and treatment duration

• In parallel, a total of 103 (19.4%) patients received only 

Single-agent CTx regimens including 61 patients of 

pemetrexed, 34 patients of etoposide, and 8 patients of 

vinorelbine (Table 3). 

Table 2. Duration of lead-in Osimertinib or lead-in CTx 

Characteristic
Osimertinib + CTx 

(n=532)

Number of Osimertinib and CTx are initiated 

simultaneously, n(%)  
183 (34.4)

Number of patients with lead-in osimertinib, n (%) 215 (40.4)

Median duration of lead-in Osimertinib, days (IQR) 7.0 (2.0, 27.0)

Number of patients with lead-in CTx, n (%) 134 (25.2)

Median duration of lead-in CTx, days (IQR) 10.0 (3.0, 21.0)

Table 3. Summary of first-line CTx treatment pattern* 

Characteristic
Osimertinib + CTx 

(n=532)

Combination CTx as induction therapy, n(%)  429 (80.6)

Carboplatin/Cisplatin based CTx+pemetrexed#, n (%) 397 (92.5)

Carboplatin+pemetrexed 350 (81.6)

Cisplatin+pemetrexed 34 (7.9)

Carboplatin/pemetrexed  Cisplatin/pemetrexed 13 (3.0)

Lobaplatin/Nedaplatin based CTx+ pemetrexed , n (%) 21 (4.9)

Other 11 (2.6)

Median duration of induction CTx, months (IQR)  3.0 (2.2, 3.9)

CTx as maintenance therapy after induction therapy#, n 

(%)
246 (57.3)

Pemetrexed 242 (98.4)

Other 4 (1.6)

Single-agent CTx regimens, n (%) 103 (19.4)

Pemetrexed 61 (59.2)

Etoposide 34 (33.0)

Vinorelbine 8 (7.8)

IQR, Interquartile range.

*Data were analyzed as of the specified cutoff date and are subject to update with ongoing 

follow-up.
#Percentage calculated based on number of subjects who received at least one dose of 

induction chemotherapy.

• The most common TRAEs were anaemia (51.1%) and white 

blood cell count decreased (49.7%), and no new safety 

concerns were identified to date, based on currently available 

data (Figure 2). 

Safety summary

Patients with AE, n(%)  
Osimertinib + CTx 

(n=532)

SAE

Any cause 62 (11.7)

TRAE (any cause)

Any cause 475 (89.3)

Grade≥3 135 (25.4)

Leading to discontinuation of osimertinib/CTx 15 (2.8) / 42 (7.9)

Any TRAE leading to death related to osimertinib 0

Any TRAE leading to death related to CTx 1(0.2)

AESI*

Any cause 393 (73.9)

Table 4. Safety summary (SAE, TRAE, and AESI)

Figure 2. Safety summary (TRAE)
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• Of the 532 patients, 183 (34.4%) initiated osimertinib and 

CTx simultaneously, 215 (40.4%) received initial osimertinib 

then osimertinib plus CTx (median 7.0 days); 134 (25.2%) 

received initial CTx then osimertinib plus CTx (median 10.0 

days) (Table 2). 

• At the time of data cut-off (30 November 2025), with a 

median follow-up of 9.1 months, two distinct types of CTx 

administered in combination with osimertinib were observed, 

a total of 429 (80.6%) patients received induction therapy, 

with a median duration of induction CTx of 3.0 months, 397

(92.5% ) were treated with cisplatin/carboplatin-based 

• 246 out of these 429 patients received maintenance CTx, 

of which 242 (98.4%) was pemetrexed (Table 3).

• Among 532 patients receiving Osimertinib plus 

chemotherapy, TRAEs occurred in 89.3% (25.4% grade ≥3), 

SAEs in 11.7% (9.2% grade ≥3), and AESIs in 73.9% (19.0% 

grade ≥3), with discontinuation rates of 2.8% for Osimertinib 

and 7.9% for chemotherapy due to TRAEs (Table 4). 

CONCLUSION

• FOREFRONT is the largest prospective real-world study 

of 1L osimertinib plus CTx in EGFR mutant advanced 

NSCLC. 

• CTx regimens were diverse in clinical practice; however, 

the majority consisted of cisplatin/carboplatin plus 

pemetrexed, no new safety signals were observed. 

Further follow-up is needed to evaluate its long-term 

effectiveness and safety.

IQR, Interquartile range.

CTx regimens plus pemetrexed, and 21 (4.9%) received 

lobaplatin/nedaplatin plus pemetrexed (Table 3).

*The AESIs included interstitial lung disease(including pneumonitis ), cardiac failure and 
haematological toxicities 
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