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Abstract
Purpose To discuss the optimal treatment modality for inoperable locally advanced Non-Small Cell Lung Cancer 
patients with poor physical status, impaired cardio-pulmonary function, and negative driver genes, and provide 
clinical evidence.

Materials and methods Retrospective analysis of 62 cases of locally advanced non-small cell lung cancer 
patients with negative driver genes treated at Tsukuba University Hospital(Japan) and Qingdao University Affiliated 
Hospital(China).The former received proton therapy with concurrent chemotherapy, referred to as the proton group, 
with 25 cases included; while the latter underwent X-ray therapy with concurrent chemoradiotherapy followed by 1 
year of sequential immunomodulatory maintenance therapy, referred to as the X-ray group, with 37 cases included.The 
treatment response and adverse reactions were assessed using RECIST v1.1 criteria and CTCAE v3.0, and radiotherapy 
planning and evaluation of organs at risk were performed using the CB-CHOP method.All data were subjected to 
statistical analysis using GraphPad Prism v9.0, with a T-test using P < 0.05 considered statistically significant.

Results (1)Target dose distribution: compared to the X-ray group, the proton group exhibited smaller CTV and field 
sizes, with a more pronounced bragg peak.(2)Organs at risk dose: When comparing the proton group to the X-ray 
group, lung doses (V5, V20, MLD) and heart doses (V40, Dmax) were lower, with statistical significance (P < 0.05), while 
spinal cord and esophagus doses showed no significant differences between the two groups (P > 0.05).(3)Treatment-
related toxicities: The incidence of grade 3 or higher adverse events in the proton group and X-ray group was 28.6% 
and 4.2%, respectively, with a statistically significant difference (P < 0.05). In terms of the types of adverse events, 
the proton group primarily experienced esophagitis and pneumonia, while the X-ray group primarily experienced 
pneumonia, esophagitis, and myocarditis. Both groups did not experience radiation myelitis or esophagotracheal 
fistula.(4)Efficacy evaluation: The RR in the proton group and X-ray group was 68.1% and 70.2%, respectively (P > 0.05), 
and the DCR was 92.2% and 86.4%, respectively (P > 0.05), indicating no significant difference in short-term efficacy 
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Introduction
Lung cancer is a significant cause of cancer-related deaths 
in humans, with non-small cell lung cancer (NSCLC) 
accounting for 85% of all lung cancer cases. Among 
NSCLC patients, approximately 80% are diagnosed at 
advanced stages (III/IV) or with unresectable disease. 
Histologically, NSCLC includes adenocarcinoma, squa-
mous cell carcinoma, large cell carcinoma, and sarco-
matoid carcinoma, among others [1]. According to the 
GlobalData report on NSCLC, in 2015, eight major coun-
tries worldwide accounted for over 90% of the NSCLC 
market, with China representing approximately 8% of 
that market. It is projected that by 2025, the market in 
Asian countries like China and Japan will continue to 
expand, comprising approximately 38.4% of the global 
NSCLC market, posing significant challenges for regional 
healthcare [2].

The PACIFIC study/real-world research has initiated 
and established the role of immune maintenance ther-
apy following concurrent chemoradiotherapy in driver 
gene-negative locally advanced non-small cell lung can-
cer (NSCLC), significantly enhancing anti-tumor activity 
and survival benefits. This treatment approach has now 
received category 1 recommendations in international 
and regional organizations such as the National Compre-
hensive Cancer Network (NCCN), the European Soci-
ety for Medical Oncology (ESMO), the Japan Society of 
Clinical Oncology (JSCO), the Chinese Society of Clini-
cal Oncology (CSCO) and is widely recognized and uti-
lized [3]. However, not all patients are suitable for this 
treatment approach. For instance, elderly patients, those 
with a general condition of ECOG PS > 2, individuals 
with underlying cardio-pulmonary conditions, post-
COVID-19 sequelae, negative immune therapy-related 
gene mutations, and other factors, may not be candidates 

for standard concurrent chemoradiotherapy and immune 
maintenance therapy.At present, major guidelines do 
not provide further specific recommendations or elabo-
rations for this subset of patients. It is generally recom-
mended to optimize radiation therapy techniques to 
enhance clinical benefits, but there are no more specific 
research findings. Proton therapy(PT) is one of the most 
advanced and precise radiation therapy modalities cur-
rently available, offering superior physical characteris-
tics compared to traditional X-ray treatment. It enables 
precise targeting and eradication of tumor lesions while 
minimizing radiation exposure to surrounding nor-
mal tissues, including critical organs such as the heart, 
lungs, spinal cord and esophagus.Clinical treatment 
data indicates that PT achieves an efficacy rate of over 
95%, being evaluated by both the high-energy phys-
ics and medical communities as the most effective and 
least side-effect-prone treatment method [4]. In addi-
tion to its local effects, the robust radiation of protons, 
compared to traditional X-rays, is more capable of elicit-
ing the body’s immune response. By activating CD8 + T 
lymphocytes mediated by dendritic cells, it can achieve 
immune sensitization effects [5]. The PT approach holds 
promise for providing new treatment opportunities to 
driver gene-negative, locally advanced non-small cell 
lung cancer (NSCLC) patients who are unable to receive 
or tolerate conventional chemoradiotherapy and immune 
maintenance therapy. It is anticipated to improve sur-
vival benefits. In conclusion, this study addresses real-
world clinical challenges and, through the observation 
and analysis of different treatment modalities (chemora-
diotherapy + immune maintenance with X-rays vs. con-
current chemoradiotherapy with protons) in the Asian 
population, provides clinical evidence for exploring new 

between the two treatment modalities.(5)Survival status: The PFS in the proton group and X-ray group was 31.6 ± 3.5 
months (95% CI: 24.7 ~ 38.5) and 24.9 ± 1.55 months (95% CI: 21.9 ~ 27.9), respectively (P > 0.05), while the OS was 
51.6 ± 4.62 months (95% CI: 42.5 ~ 60.7) and 33.1 ± 1.99 months (95% CI: 29.2 ~ 37.1), respectively (P < 0.05).According 
to the annual-specific analysis, the PFS rates for the first to third years in both groups were as follows: 100%, 56.1% and 
32.5% for the proton group vs. 100%, 54.3% and 26.3% for the X-ray group. No statistical differences were observed at 
each time point (P > 0.05).The OS rates for the first to third years in both groups were as follows: 100%, 88.2%, 76.4% for 
the proton group vs. 100%, 91.4%, 46.3% for the X-ray group. There was no significant difference in the first to second 
years (P > 0.05), but the third year showed a significant difference (P < 0.05). Survival curve graphs also depicted a 
similar trend.

Conclusion There were no significant statistical differences observed between the two groups in terms of PFS and 
OS within the first two years. However, the proton group demonstrated a clear advantage over the X-ray group in 
terms of adverse reactions and OS in the third year. This suggests a more suitable treatment modality and clinical 
evidence for populations with frail health, compromised cardio-pulmonary function, post-COVID-19 sequelae, and 
underlying comorbidities.

Keywords Non-small cell Lung cancer(NSCLC), Negative driver genes, Proton therapy, Cardio-pulmonary function, 
DVH
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treatment modalities for driver gene-negative, locally 
advanced NSCLC.

Materials and methods
Patients
This study conducted a retrospective analysis of Asian 
patients who underwent X-ray or proton radiation ther-
apy at two regional medical centers from September 
2010 to September 2022.(1)Department of Radiotherapy, 
The Affiliated Hospital of Qingdao University(China). 
Inclusion Criteria: (a) Histopathologically confirmed 
non-small cell lung cancer with negative driver genes; 
(b) Clinical stage of locally advanced; (c) ECOG PS < 2; 
(d) Curative radiation therapy using X-ray-based IMRT 
techniques; (e) No history of severe cardio-pulmonary 
diseases or COVID-19; (f ) No negative gene mutations 
associated with immunotherapy checkpoint inhibitors; 
(g) Normal blood routine and liver and kidney function.
Exclusion Criteria: (a) Presence of distant metastases; (b) 
Incomplete data recording, insufficient information; (c) 
Patient refusal or treatment interruption.(2)Department 
of Radiation Oncology, University of Tsukuba Hospital 
(Japan). Inclusion Criteria: (a) Histopathologically con-
firmed non-small cell lung cancer with negative driver 
genes; (b) Clinical stage of locally advanced; (c) ECOG 
PS < 2; (d) Curative radiation therapy using proton-based 
techniques; (e) Allowance for cardiovascular and pulmo-
nary diseases with specific requirements: NYHA heart 
function grade < 3, GOLD pulmonary function grade < 3; 
(f ) Allowance for a history of severe COVID-19, provided 
there has been recovery; (g) Normal blood routine and 
liver and kidney function.Exclusion Criteria: Same as the 
X-ray group.

Anti-tumor treatment regimen
Local treatment (radiation therapy)
a)X-ray group:Dosage 60–66  Gy/30–33 fractions/6–7 
weeks (single dose 2  Gy), once daily radiation therapy, 
from Monday to Friday, a total of 5 times per week, using 
IMRT radiation therapy technique, with 5 fields or more, 
and IGRT performed every other day. Target area defini-
tion follows the ICRU-62 document, and organ-at-risk 
constraints refer to QUANTEC’s TD5/5, including the 
spinal cord, lungs, esophagus, heart, etc.

b)Proton group:Dosage 66 GyE/33 fractions/7 weeks 
(single dose 2 GyE), once daily radiation therapy, from 
Monday to Friday, a total of 5 times per week, with fixed-
angle irradiation using 2 fields. All other parameters are 
the same as the X-ray group.

Systemic treatment (chemotherapy and immune checkpoint 
inhibitors)
a)X-ray group:Synchronous Chemotherapy Regi-
men: Paclitaxel Albumin-bound 175  mg/m2 IV on Day 

1 + Cisplatin 75  mg/m2 IV on Day 1, every 3 weeks, for 
4–6 cycles.Immune Checkpoint Inhibitor Maintenance 
Treatment Regimen: PD-1 inhibitor 200 mg IV on Day 1, 
every 3 weeks, for maintenance therapy over 1 year.

b)Proton group:Synchronous Chemotherapy Regi-
men: Paclitaxel Albumin-bound 175  mg/m2 IV on Day 
1 + Cisplatin 75  mg/m2 IV on Day 1, every 3 weeks, for 
4–6 cycles.

Clinical efficacy and toxicity assessment
(1)Clinical efficacy assessment followed the RECIST v1.1 
evaluation criteria [6], with monthly evaluations. Catego-
ries included: Complete Response (CR), Partial Response 
(PR), Stable Disease (SD) and Progressive Disease (PD). 
Relative Response Rate (RR) = CR + PR and Disease Con-
trol Rate (DCR) = CR + PR + SD.

(2)Toxicity assessment primarily followed the CTCAE 
v3.0 evaluation criteria [7], with weekly evaluations. The 
assessment is categorized from Grade 0 to Grade 5, with 
a focus on adverse reactions of Grade 2 or higher in this 
study.

Follow-up and statistical analysis
(1)Follow-up:At 1 month after treatment completion, 
every 3 months within the first 2 years, every 6 months in 
the 3rd to 5th year, and annually after 5 years. Follow-up 
includes monitoring patient symptoms, physical exami-
nation, blood routine, biochemistry, tumor markers, pul-
monary fibrosis markers, and imaging examinations.

(2)Statistical Analysis:All data were statistically ana-
lyzed using GraphPad Prism v9.0. The T-test was 
employed with P < 0.05 considered statistically significant 
for differences, and Kaplan-Meier analysis was used to 
assess patient survival.

Results
Patient clinical characteristics
A total of 62 driver gene-negative, inoperable stage IIIB 
(UICC staging, 8th edition) NSCLC patients who under-
went treatment at Department of Radiotherapy, The 
Affiliated Hospital of Qingdao University(China), and 
Department of Radiation Oncology, University of Tsu-
kuba Hospital (Japan) from September 2010 to Septem-
ber 2022 were included in the study. Of these, 37 patients 
were in the X-ray treatment group, and 25 patients were 
in the PT group. Specific clinical data can be found in 
Table 1.

Radiation therapy plan and parameters
The radiation target areas and doses are as shown in 
Fig. 1; Table 2, respectively. The organs at risk and their 
respective radiation doses are presented in Fig. 2; Table 3.
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Toxicity and evaluation
(1) Regarding the severity of adverse events, the pro-
portions of grade 2, grade 3, and grade 4 adverse events 
induced by X-ray and PT were 54.3%, 22.9% and 5.7% 
versus 40.1%, 4.2% and 0%, respectively (Fig. 3A), with a 
significant difference between the two groups (P < 0.05).

(2) In terms of the types of adverse events, X-ray ther-
apy primarily induced pneumonia, esophagitis, and myo-
carditis, with proportions of 53.8%, 30.7% and 15.5%, 
respectively (Fig.  3B); while PT mainly led to esopha-
gitis and pneumonia, with proportions of 72.7% and 
27.3%, respectively, without occurrences of myocardi-
tis (Fig.  3C). None of the cases experienced radiation-
induced myelopathy or esophagotracheal fistula.

Short-term efficacy assessment
X-ray treatment group: 2 cases achieved Complete 
Response (CR), 24 cases had Partial Response (PR), 6 
cases exhibited Stable Disease (SD), and 5 cases showed 

Table 1 Patient Clinical Data
Clinical characteristics n Percentage(%)
Gender
Male 39 62.9
Female 23 37.1
Age(yr)
Median(range) 76(41~90)
≦ 60 14 22.6
>60 48 77.4
History of smoking
Yes 42 67.7
No 20 32.3
T stage
T1 7 11.3
T2 17 27.4
T3 16 25.8
T4 22 35.5
 N stage
N1 1 1.6
N2 35 56.5
N3 26 41.9
Pathologic pattern
Adenocarcinoma 29 46.8
Squamous cell carcinoma 27 43.5
Others 6 9.7
Treatment
RT(X-ray)+ Chemo → ICI 37 59.7
RT(Proton) + Chemo 25 40.3

Table 2 Radiation Therapy Doses and Delivery Methods
Radiation 
Type

Aver-
age 
Age

Fractionation 
Scheme

Total 
Dose

Sin-
gle 
Dose

Cardio-
pulmo-
nary 
Diseases

X-ray 65 Convention 
fraction

60~66Gy 2 Gy 64%

Proton 71 Convention 
fraction

66 Gy 2 Gy 16%

Fig. 1 Radiotherapy Target Area and Field. Note: A and B represent the target area and field distribution for intensity-modulated radiation therapy (IMRT) 
with X-rays, respectively; C and D represent the target area and field distribution for fixed-angle proton therapy, respectively
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Progressive Disease (PD), resulting in a Relative Response 
Rate (RR) of 70.2% and a Disease Control Rate (DCR) of 
86.4%.PT group: 4 cases achieved CR, 13 cases had PR, 6 
cases exhibited SD, and 2 cases showed PD, resulting in 
a RR of 68.1% and a DCR of 92.2%.Comparison of short-
term efficacy between the two groups revealed no statis-
tically significant difference (P > 0.05).

Survival analysis
The median follow-up time was 30.9 months (range: 7.2 
months to 108.2 months), during which 14 patients died. 
The causes of death were as follows: disease progression 
in 9 patients, radiation-induced pneumonia in 3 patients, 
and cardiovascular events in 2 patients, with the latter 
two occurring exclusively in the X-ray treatment group. 
The specific survival outcomes for both groups are as 
follows.

(1) PFS: The PFS for the X-ray treatment group was 
24.9 ± 1.55 months (95% CI: 21.9 ~ 27.9), while it was 
31.6 ± 3.5 months (95% CI: 24.7 ~ 38.5) for the PT group, 
with no statistically significant difference between them 
(P > 0.05, t = 1.891, df = 58). (Fig. 4A)

(2) OS: The OS for the X-ray treatment group was 
33.1 ± 1.99 months (95% CI: 29.2 ~ 37.1), while it was 
51.6 ± 4.62 months (95% CI: 42.5 ~ 60.7) for the PT group, 
showing a statistically significant difference between the 
two (P < 0.05, t = 2.491, df = 33). (Fig. 4B)

(3) PFS rates: The PFS rates for the X-ray treatment 
group at the first, second, and third years were 100%, 
54.3% and 26.3%, respectively. For the PT group, the cor-
responding rates were 100%, 56.1% and 32.5%. There was 
no statistically significant difference between the two 
groups at any of these time points (P > 0.05). (Fig. 5A)

(4) OS rates: The OS rates for the X-ray treatment 
group at the first, second, and third years were 100%, 

Table 3 Organs at Risk and Doses Received(Mean ± SE)
Radiation Type Lung Spinal cord Heart Esophagus

V5
(%)

V20
(%)

MLD
(Gy)

Dmax
(Gy)

V40
(%)

Dmax(Gy) Dmax(Gy) Dmean(Gy)

X-ray 56.72 ± 1.89 23.95 ± 0.12 14.01 ± 0.20 39.75 ± 0.67 16.75 ± 0.42 68.49 ± 0.34 67.06 ± 0.28 31.59 ± 0.21
Proton
P
t
df

26.22 ± 1.41
***
11.83
60

19.79 ± 0.94
***
5.31
60

10.98 ± 0.39
***
7.54
60

40.57 ± 0.55
0.38
0.88
60

2.79 ± 0.11
***
26.84
60

54.36 ± 0.21
***
31.47
60

67.04 ± 0.17
0.96
0.05
60

32.67 ± 1.95
0.51
0.67
60

Note: Statistical results are presented as mean ± standard error, with P < 0.05 considered statistically significant(***: P<0.001, **:P<0.01, *:P<0.05)

Fig. 2 Dose Distribution and DVH. Note: A and B represent the dose distribution and DVH (Dose-Volume Histogram) for intensity-modulated radiation 
therapy (IMRT) with X-rays, respectively; C and D represent the dose distribution and DVH for fixed-angle proton therapy, respectively
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91.4% and 46.3%, respectively. In contrast, for the PT 
group, the corresponding rates were 100%, 88.2% and 
76.4%. There was no statistically significant difference 
between the two groups in the first two years (P > 0.05), 
but a statistically significant difference emerged in the 
third year (P < 0.05). (Fig. 5B)

Discussion
According to Datamonitor Health’s predictions, China 
and Japan are expected to be the major regions for the 
future incidence of non-small cell lung cancer. Moreover, 
a significant portion of these cases will be unresectable 
locally advanced patients, posing increasing challenges 

to the healthcare environment. [8, 9]. In recent years, 
the emergence of targeted therapies and immune check-
point inhibitors has improved clinical outcomes for 
a subset of patients with genetic mutations and high 
expression. However, these treatments are not appli-
cable to the majority of patients [10, 11]. Additionally, 
drug resistance and relapse remain significant drawbacks 
and when considering the large number of affected indi-
viduals, the overall treatment effectiveness is far from 
ideal [12]. Over the past decade, several international 
clinical trials have been conducted for locally advanced 
non-small cell lung cancer patients who are negative for 
driver gene mutations and exhibit low expression levels. 

Fig. 4 PSF and OS for Two Groups. Note: The vertical axis represents time (months), the horizontal axis represents groups, and A and B represent PFS and 
OS, respectively. The black bars represent the X-ray group, and the red bars represent the Proton group

 

Fig. 3 Adverse Event Severity and Types. Note: A represents the severity and proportions of adverse events induced by X-rays (black) and proton therapy 
(red); B and C depict the types and proportions of adverse events induced by X-rays (Pneumonia: blue, Esophagitis: orange, Myocarditis: gray) and proton 
therapy
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Unfortunately, the outcomes of these trials have all ended 
in failure. It is worth noting that previous studies on stage 
III synchronous chemoradiotherapy or the PACIFIC 
series have primarily focused on individuals with good 
physical condition (ECOG < 2), while excluding special 
populations such as the elderly, those with frail health, 
individuals with underlying cardiopulmonary condi-
tions, those with post-COVID-19 sequelae and others 
from clinical research.In this population, survival ben-
efits are often poorer. Sabine et al. concluded, through 
the analysis of 161 inoperable non-small cell lung cancer 
patients receiving synchronous chemoradiotherapy, that 
besides T stage, cardiopulmonary function variables also 
affect the post-chemoradiotherapy survival rate of non-
small cell lung cancer patients [13]. John et al. conducted 
a multicenter meta-analysis and observed that 20% of 
patients receiving synchronous chemoradiotherapy expe-
rienced grade 3 or higher adverse events, with only 45% 
of patients able to receive standard synchronous chemo-
radiotherapy on schedule. These patients typically exhibit 
good physical condition, are under the age of 60 and 
have no underlying health conditions [14–16]. Jin et al. 
reported that in patients with locally advanced lung can-
cer who achieved a partial response (PR) to anti-tumor 
treatment, during the maintenance therapy phase with 
single-agent immune checkpoint inhibitors, some expe-
rienced an outbreak of fulminant acute myocarditis and 
eventually died due to the initiation of a cytokine storm 
within the body. Further analysis revealed that patients 
with interstitial lung disease and negative gene mutations 
had a higher likelihood of developing a systemic cytokine 
storm after receiving immune checkpoint inhibitors [17]. 
In summary, there is currently a lack of evidence-based 
medicine and treatment consensus for the specific popu-
lation of patients with locally advanced non-small cell 
lung cancer mentioned above. Therefore, it is urgent to 

focus on this special population and explore better treat-
ment strategies to improve clinical outcomes. Addition-
ally, there is a need to enrich the evidence-based medical 
evidence for this special population and promptly share 
relevant databases.

The treatment effectiveness of cancer is closely related 
to advances in radiation therapy technology [18]. Pro-
tons, as particles, are different from photons such as 
X-rays and gamma rays; they continuously slow down 
as they change in depth. This process of dose deposi-
tion creates the characteristic depth-dose curve of pro-
ton beams, known as the “Bragg peak curve” as shown 
in Fig.  6 [19, 20]. Protons have excellent physical prop-
erties that allow for optimizing the dose distribution 
between tumors and surrounding normal tissues, as well 
as the DVH of organs at risk. This ensures treatment 
effectiveness while reducing adverse reactions. This has 
important clinical implications for the special high-risk 

Fig. 5 PSF Rate and OS Rate for Two Groups. Note: The vertical axis represents rates (%), the horizontal axis represents time (months), and A and B repre-
sent PFS and OS, respectively. The black lines represent the X-ray group, and the red lines represent the Proton group

 

Fig. 6 Schematic Dose-Depth Profiles for X-rays and Proton Beams. Note: 
Citing reference from [20]
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population we mentioned earlier. It is also a significant 
reason for the substantial reduction in secondary pri-
mary tumors, which is beneficial for the trend of cancer 
becoming a chronic disease and the increasing incidence 
of cancer in younger populations [21, 22]. Interestingly, 
several studies have shown that PT can elicit a stronger 
immune response within the body compared to X-ray 
therapy, acting as a radiosensitizer. Randall et al. reported 
that PT induces DNA damage in tumor cells, leading to 
the release of cGAMP into the cytoplasm, which is subse-
quently released via the STING pathway to trigger IFN-1 
production. This, in turn, is presented to CD8 + T cells by 
dendritic cells. Activated CTLs then attack tumor cells 
and tissues with the same antigen throughout the body, 
resulting in a widespread anti-tumor effect, known as the 
abscopal effect [23].

Based on the aforementioned research background and 
the physical-biological characteristics of PT, this study 
chose two Asian countries, Japan and China, with simi-
lar dietary, lifestyle, and geographic factors. These two 
countries, along with the United States, represent major 
growth markets for future non-small cell lung cancer. 
The results of this study are also of significant reference 
value. The University of Tsukuba Hospital in Japan has 
advanced expertise in the field of PT and has accumu-
lated substantial experience [24]. Similarly, The Affili-
ated Hospital of Qingdao University in China is also a 
regional medical center with advanced radiation therapy 
equipment and capabilities, making it well-suited for 
the successful execution of this study. The study strictly 
adhered to the selection criteria for enrolled cases and 
divided them into two groups: one group receiving X-ray 
therapy, recommended for synchronous chemoradio-
therapy and immune maintenance therapy according to 
NCCN guidelines and the other group receiving PT. The 
latter group received regular follow-up examinations 
due to subjective or objective reasons, with patients in 
this group having a higher average age and a higher inci-
dence of comorbid heart and lung diseases compared to 
the former group.We first observed clinical efficacy and 
found that the RR and DCR of the X-ray group and the 
proton group were 70.2%, 86.4% vs. 68.1%, 92.2%, respec-
tively. The short-term efficacy of patients in both groups 
was similar, with no statistically significant difference 
(P > 0.05). This is consistent with the results reported by 
Olsi et al. [25]. Longer-term follow-up results showed:(1)
PFS: The X-ray treatment group had a median PFS of 
24.9 ± 1.55 months (95% CI: 21.9 ~ 27.9), while the PT 
group had a median PFS of 31.6 ± 3.5 months (95% 
CI: 24.7 ~ 38.5), with no statistically significant differ-
ence between the two groups (P > 0.05, t = 1.891, df = 58) 
(Fig. 4A).(2)OS: The X-ray treatment group had a median 
OS of 33.1 ± 1.99 months (95% CI: 29.2 ~ 37.1), while the 
PT group had a median OS of 51.6 ± 4.62 months (95% 

CI: 42.5 ~ 60.7), with a statistically significant differ-
ence between the two groups (P < 0.05, t = 2.491, df = 33) 
(Fig.  4B).Sejpal et al. reported a retrospective compara-
tive analysis of the experience at MD Anderson Cancer 
Center in stage III NSCLC patients, similarly finding no 
difference in median survival time between PT and X-ray 
synchronous chemoradiotherapy, with a P>0.05 (P = 0.1) 
[26]. Interestingly, although there were no differences 
in short-term efficacy and PFS between the two groups, 
there was a difference in OS. As shown in the sur-
vival curve in Fig. 5, with the passage of time, especially 
beyond the third year, the PT group showed a significant 
survival benefit over the X-ray group, and the difference 
appeared to be increasing. We consider that this long-
term survival benefit may be related to the following two 
aspects. One is the significant reduction in long-term 
mortality due to cardiac and pulmonary toxicity by pro-
ton radiotherapy. The other is the unique dose-biological 
effect of PT, which can stimulate the immune response 
in the body and translate into better long-term survival, 
similar to the long tail effect of immunotherapy. The spe-
cific mechanisms require further basic research.

The above comparative results provide ample evidence 
of the advantages of PT. Next, let’s explore the specific 
differences between the two treatment modalities and 
the occurrence of adverse reactions. As shown in Fig. 1, 
the target area and irradiation range in the PT group are 
smaller than those in the X-ray group. This is related to 
the high physical characteristics and precision of PT. Typ-
ically, a patient’s PT plan is completed by 2 ~ 3 sub-plans, 
while X-ray therapy only has one plan. Therefore, PT can 
better protect the surrounding normal tissues. The dose 
distribution map and DVH in Fig. 2 confirm this result. 
We can see that the PT group has a more precise dose 
distribution and Bragg peak effect.Toshiki et al. com-
pared the DVH parameters between PT and X-ray con-
formal radiotherapy (XCRT) in the treatment of locally 
advanced non-small cell lung cancer (NSCLC). The 
results showed that the average normal lung dose and V5 
to V50 in PT were significantly lower than in XCRT [27]. 
The specific data from this study are shown in Table  3. 
First, the prescribed doses in both groups were within 
the allowed range according to RTOG’s TD5/5. Looking 
at specific areas, although there was no difference in the 
doses received by the spinal cord and esophagus between 
the two groups, in the lung (V5, V20, MLD) and heart 
(V40, Dmax), the PT group was significantly lower than 
the X-ray group, with statistical significance (P < 0.05).In 
other words, when achieving equivalent biological doses 
to the target lesion, the PT group can better protect the 
lungs and heart compared to the X-ray group. This result 
also explains the phenomenon in Table  2, where the 
X-ray group had a significantly higher incidence of com-
bined heart and lung diseases after treatment compared 
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to the PT group (64% vs. 16%). We further analyzed the 
occurrence of adverse events in all patients after treat-
ment (Fig. 3). The incidence of grade 3 or higher adverse 
events in the X-ray and PT groups was 28.6% vs. 4.2%, 
showing a significant difference between the two groups. 
Upon further observation, it was found that the X-ray 
group mainly experienced pneumonia (53.8%), esophagi-
tis (30.7%), and myocarditis (15.5%), while the PT group 
mainly experienced esophagitis (72.7%) and pneumonia 
(27.3%). In other words, the X-ray group exhibited higher 
cardiopulmonary toxicity, which is risky for individuals 
with impaired cardiopulmonary function.

Conclusions
In conclusion, our research team, with extensive experi-
ence in frontline clinical work, embarked on this study 
driven by questions and interests, addressing practical 
challenges. Currently, apart from early-stage non-small 
cell lung cancer, locally advanced non-small cell lung 
cancer is not included in the indications for PT and is 
typically not covered by medical insurance, making it 
an uncommon choice. Therefore, there is a lack of rel-
evant controlled study data for this population.Clinical 
commissioning of new indications is a hot topic in pro-
ton therapy, with different countries following different 
approaches.The model based for the Netherlands, well 
defined list of indications for the UK, with “grey areas” 
left to clinician evaluation on a patient basis.There are 
very limited data on the use of PT in NSCLC in adults, 
however, the use of PT in malignancies of the thorax has 
not demonstrated unexpected toxicities. In fact, the inci-
dence of toxicities is reported to be comparable to X-Ray 
series in the biggest prospective registry published to 
date [28]. The capacity of PT and consequently its access 
is increasing worldwide, with potential new indications 
included in the commissioned list soon,not only primary 
disease, but reirradiation, oligometastatic diseases [29–
32]. Even though the definitive answer on new indications 
for PT will come from randomised controlled trials, the 
historical difficulty of conducting RCT in proton therapy 
has hindered expansion of commissioning. Therefore, 
some countries have proposed evaluative commissioning 
strategies to expand the role of PBT, based on a strong 
clinical and physical rationale, corroborated by evidence 
of favourable toxicities profiles. In these contexts, pro-
spective registries have become the mainstream, in order 
to collect real world PT patient data and fill in the gap 
in knowledge. The importance of granular and objective 
collection of toxicity data cannot be understated [33]. 
Through the observation and comparison of two groups 
from authoritative institutions, we have found that for 
inoperable locally advanced non-small cell lung cancer, 
the combination of synchronous radiochemotherapy 
(X-ray) followed by immunotherapy (as recommended by 

Category 1 guidelines) and PT with concurrent chemo-
therapy achieve similar short-term efficacy, with lower 
treatment toxicity in the latter case.This is highly valu-
able for the selection of treatment options for the spe-
cial populations we have emphasized earlier (those with 
poor physical condition, advanced age, underlying car-
diopulmonary diseases, severe post-COVID-19 sequelae, 
specific genetic mutations, etc.). Therefore, compared to 
palliative symptomatic treatment traditionally provided 
to this subset of individuals, the choice of a highly precise 
PT combined treatment model offers superior survival 
benefits. Additionally, in the future, further optimiza-
tion of stratified treatment strategies based on enriched 
sample sizes and stratified analysis results is necessary 
to reflect the significance of individualized treatment 
and provide clinical evidence for evidence-based medi-
cine databases. However, it should be noted that PT 
also has limitations such as high costs. With the increas-
ing proliferation of PT technology and the miniaturiza-
tion of equipment, these limitations are expected to be 
addressed in due course.

Acknowledgements
We would like to express our gratitude to Professor Hideyuki Sakurai and 
his team at the Department of Radiation Oncology, University of Tsukuba 
Hospital, Japan, as well as the China Scholarship Council for their assistance 
and support in this research(202109370045).

Authors’ contributions
Yonglong Jin, first author: approved the manuscript.Hideyuki Sakurai 
and Wenjing Xiao，corresponded and participated in the revision of the 
manuscript. Shosei Shimizu, Yinuo Li,Yuan YAO,Xiguang Liu and Hongzong Si 
helped collect the clinical data. All authors have read and approved the final 
manuscript.

Funding
This work has been supported by the Qilu Scientific Research Special Project 
of Shandong Medical Association (YXH2022ZX02204),Clinical Medicine + X 
Scientific Research Project (QDFY + X202101034) and the Shandong Traditional 
Chinese Medicine Science and Technology Development Plan project 
(2019 − 0405).

Data Availability
All data generated or analysed during the current study are included in this 
published article.

Declarations

Ethics approval and consent to participate
This study has been approved by the Institutional Ethics Committee at 
Hospital of Tsukuba University and the Affiliated Hospital of Qingdao 
University.

Consent for publication
Not Applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1Department of Radiotherapy, The Affiliated Hospital of Qingdao 
University, Qingdao, China
2School of Public Health, Qingdao University, Qingdao, China



Page 10 of 11Jin et al. Radiation Oncology          (2023) 18:189 

3Department of Radiation Oncology, University of Tsukuba Hospital, 
Tsukuba, Japan
4Department of Radiotherapy, YIZHOU Cancer Hospital, Qingdao, China
5Graduate School of Environmental Science, Hokkaido University, 
Sapporo, Hokkaido, Japan

Received: 6 October 2023 / Accepted: 30 October 2023

References
1. Narjust Duma, Rafael Santana-Davila, Julian R Molina. Non-Small Cell Lung 

Cancer: Epidemiology, Screening, diagnosis, and Treatment[J]. Mayo Clin Proc 
2019,94(8):1623–40.

2. Tetsuya MDTJC-H, Yang M-JA. Ullas Batra, Byoung-Chul Cho, Gerardo Cor-
nelio, Tony Lim, Tony Mok, Kumar Prabhash, Thanyanan Reungwetwattana, 
Sheng-Xiang Ren, Navneet Singh, Shinichi Toyooka, Yi-Long Wu, Pan-Chyr 
Yang, Yasushi Yatabe. Expert Consensus recommendations on Biomarker 
Testing in Metastatic and Nonmetastatic NSCLC in Asia[J]. J Thorac Oncol. 
2023;18(4):436–46.

3. Marina CG, Julien Mazieres, Martin Reck, Christos Chouaid, Helge Bischoff, 
Niels Reinmuth, Laura Cove-Smith, Talal Mansy,Diego Cortinovis, Maria RM. 
Angelo Delmonte, José Garcia Sánchez, Luis Enrique Chara Velarde, Reyes 
Bernabe, Luis Paz-Ares, Ignacio Diaz Perez, Nataliya Trunova,Kayhan Foroutan-
pour, Corinne Faivre Finn. Durvalumab After Sequential Chemoradiotherapy 
in Stage III, Unresectable NSCLC: The Phase 2 PACIFIC-6 Trial[J]. J Thorac 
Oncol, 2022,17(12):1415–1427.

4. Hideyuki S. Tatsuya Ohno, Kazuhiko Ogawa. Current status and future pros-
pects of particle therapy (proton beam and heavy ion therapy) in Japan-in 
the special issue of the J Radiation Research[J] J Radiat Res 2023,64(Suppl 
1):i1.https://doi.org/10.1093/jrr/rrad034.

5. Zihan Z. Bingjie Guan, Huang Xia, Rong Zheng, Benhua Xu. Particle 
radiotherapy in the era of radioimmunotherapy[J]. Cancer Lett 2023 
567:21626810.1016/j.canlet.2023.216268.

6. Di Huang WY-YLTWY-Y. Ping Xia. Computed tomography-guided lung 
biopsy with rapid on-site evaluation for diagnosis of lung lesions: a meta-
analysis[J]. J Cardiothorac Surg. 2023;18(1):122. https://doi.org/10.1186/
s13019-023-02212-6.

7. Lori M, Minasian, Ann O’Mara, Sandra AM. Clinician and patient reporting of 
symptomatic adverse events in Cancer clinical trials: using CTCAE and PRO-
CTCAE® to provide two distinct and complementary Perspectives[J]. Patient 
Relat Outcome Meas. 2022;13:249–58.

8. Olga Rodak, Manuel David Peris-Díaz, Mateusz Olbromski, Marzenna 
Podhorska-Okołów,Piotr Dzięgiel.Current Landscape of Non-small Cell Lung 
Cancer: Epidemiology, histological classification, targeted therapies, and 
Immunotherapy[J]. Cancers (Basel),2021,13(18):4705.https://doi.org/10.3390/
cancers13184705.

9. Alessandra B. Giulia Pasello, Giuseppe De Luca, Alberto Bortolami, Manuel 
Zorzi,Federico Rea, Carlo Pinato,Antonella Dal Cin, Anna De Polo,Marco 
Schiavon, Andrea Zuin,Marco Marchetti, Giovanna Scroccaro, Vincenzo 
Baldo,Massimo Rugge, Valentina Guarneri, PierFranco Conte. Non-Small-
Cell Lung Cancer: real-world Cost Consequence Analysis[J]. JCO Oncol 
Pract,2021,17(8):e1085–93.

10. Jiajia W. Zhenghong Lin. Non-Small Cell Lung Cancer targeted 
therapy: Drugs and mechanisms of Drug Resistance[J]. Int J Mol Sci 
2022,23(23):15056.https://doi.org/10.3390/ijms232315056.

11. Tina C. Jared Fradette, Monika Pradhan, Don L Gibbons. Tumor Immunology 
and Immunotherapy of Non-small-cell Lung Cancer[J]. Cold Spring Harb Per-
spect Med,2022,12(5):a037895.https://doi.org/10.1101/cshperspect.a037895.

12. Soo-Ryum Yang, Anne M, Schultheis. Helena Yu, Diana Mandelker, Marc 
Ladanyi,Reinhard Büttner. Precision medicine in non-small cell Lung 
cancer: current applications and future directions[J]. Semin Cancer Biol. 
2022;84:184–98.

13. Sabine Semrau,Gunther Klautke, Rainer Fietkau.Baseline cardiopulmonary 
function as an Independent prognostic factor for survival of inoperable non-
small-cell Lung cancer after concurrent chemoradiotherapy: a single-center 
analysis of 161 cases[J]. Int J Radiat Oncol Biol Phys, 2011,79(1):96–104.

14. John C. Astra Z.Rationale for concurrent chemoradiotherapy for patients with 
stage III non-small-cell Lung cancer[J]. Br J Cancer. 2020;123(1):10–7.

15. Li Z. Pingfan Shi,Chenge Qin, Wen Zhang,Shumeng Lin, Tiansheng Zheng, 
Ming Li, Lihong Fan. Nomogram predicting overall survival of stage IIIB 

non-small-cell Lung cancer patients based on the SEER database[J]. Clin 
Respir J. 2023. https://doi.org/10.1111/crj.13660.

16. Cortiula F, Reymen B, Peters S, Van Mol P, Wauters E, Vansteenkiste J, De Ruyss-
cher D. L E L.Hendriks Immunotherapy in unresectable stage III non-small-cell 
Lung cancer: state of the art and novel therapeutic approaches[J]. Ann Oncol 
2022,33(9):893–908.

17. Yonglong JYCWXB, Li. Jinpeng Xu,Dunmin Zhuang,Lina Dong,Xiguang 
Liu. The Co-mutation of CDKN2A and PDCD1LG2 may be a predictor of 
Duvalizumab -Induced Cytokine Storm in Non-small-cell Lung Cancer: a Case 
Report[J]. Global J Pharm Pharm Sci. 2021;8(5):159–65.

18. Nan BKXHGMCMLZJCX, Zhang. Xiao Ding, Bing Xia,Lujun Zhao, Lijie 
Han,Jiancheng Li, Chen Hu,Luhua Wang. Real-world treatment patterns and 
clinical outcomes in EGFR-mutant locally advanced lung adenocarcinoma: a 
multi-center cohort study[J]. J Natl Cancer Cent 2023, 3(1):65–71.

19. Zhe Chen MM, Dominello. Michael,Joiner, Jay W Burmeister. Proton versus 
photon radiation therapy: a clinical review[J].Front Oncol, 2023,https://doi.
org/10.3389/fonc.2023.1133909.

20. Sophia CK, Jay OL, Jason AE. Proton versus photon-based radiation therapy 
for Prostate cancer: emerging evidence and considerations in the era of 
value-based cancer care[J]. Prostate Cancer Prostatic Dis 2019,22(4):509–21.

21. Habash M. Bohorquez LC, Kyriakou E. Clinical and functional assays of 
radiosensitivity and radiation induced second cancer[J]. Cancer(Basel), 
2017,9(11):E147.

22. Gandhi S. Chandna S.Radiation induced in flammatory cascad and its 
reverberating crosstalks as potential cause of post radiotherapy second 
malignancies[J]. Cancer Metastasis Rev. 2017;36(2):375–93.

23. Randall JB. Nima Sharifai, Benjamin Fischer-Valuck, Comron Hassanzadeh, 
Jeffrey Guzelian, John S A Chrisinger, Jeff M Michalski, Peter Oppelt,Brian 
C Baumann. Abscopal Effect Following Proton Beam Radiotherapy in a 
Patient With Inoperable Metastatic Retroperitoneal Sarcoma[J]. Front 
Oncol,2019,9:922.https://doi.org/10.3389/fonc.2019.00922.

24. Yoshitaka Matsumoto, Nobuyoshi Fukumitsu, Hitoshi Ishikawa, Kei 
Nakai,Hideyuki Sakurai. A Critical Review of Radiation Therapy: From 
Particle Beam Therapy (Proton, Carbon, and BNCT) to Beyond[J]. J Pers 
Med,2021,11(8):825. https://doi.org/10.3390/jpm11080825.

25. Gjyshi O. Zhongxing Liao. Proton therapy for locally advanced non-small cell 
Lung cancer[J]. Br J Radiol. 2020;93(1107):20190378. https://doi.org/10.1259/
bjr.20190378.

26. Sejpal S, Komaki R, Tsao A, Chang JY, Liao Z, Wei X, Allen PK, Lu C, Gillin M, 
Cox JD. Early findings on toxicity of proton beam therapy with concurrent 
chemotherapy for nonsmall cell Lung cancer[J]. Volume 117. Cancer; 2011. 
pp. 3004–13.

27. Toshiki O. Yoshiko Oshiro, Masashi Mizumoto, Haruko Numajiri, Hitoshi 
Ishikawa, Toshiyuki Okumura, Toshiyuki Terunuma,Takeji Sakae, Hideyuki 
Sakurai. Comparison of dose-volume histograms between proton beam 
and X-ray conformal radiotherapy for locally advanced non-small-cell Lung 
cancer[J]. J Radiat Res. 2015;56(1):128–33.

28. Hwang E, Gaito,A France,A M Crellin S, Thwaites DI, Ahern V, Indelicato D, 
Timmermann B. E Smith.Outcomes of patients treated in the UK Proton 
Overseas Programme: non-central nervous system. Group[J] Clin Oncol. 
2023;35(5):292–300.

29. Simona Gaito, Giulia Marvaso, Ramon Ortiz, Adrian Crellin, Marianne C, 
Aznar,Daniel JI. Shermaine Pan,Gillian Whitfield, Filippo Alongi, Barbara Alicja 
Jereczek Fossa,Neil Burnet, Michelle P Li, Bethany Rothwell, Ed Smith, Rovel J 
Colaco. Proton Beam Therapy in the Oligometastatic/Oligorecurrent setting: 
is there a Role? A Literature Review[J].Cancers (Basel), 2023,15(9): 2489.

30. Gaito S, Burnet NG, Aznar MC, Marvaso G, Fossa BAJ, Crellin A, Indelicato D, 
Pan S, Colaco R, Rieu R, Smith E. Whitfield.Proton Beam Therapy in the reir-
radiation setting of Brain and Base of Skull Tumour. Recurrences[J] Clin Oncol. 
2023;35(10):673–81.

31. Gaito S, Aznar MC, Burnet NG, Crellin A, France A, Indelicato D, Kirkby KJ, Pan 
S, Whitfield G. E. Smith.Assessing equity of Access to Proton Beam Therapy: A 
literature Review[J] Clin Oncol 2023,35(9):e528–36.

32. Neil G, Burnet,Thomas MS, Gaito, Norman F, Kirkby, Adam H, Aitkenhead, 
Carmel N, Anandadas, Marianne C, Aznar, Lisa H, Barraclough, Gerben 
Borst,Frances C, Charlwood, Matthew Clarke, Rovel J, Colaco, Adrian M, Crel-
lin, Noemie N, Defourney,Christina JH, Henthorn,Kirsten T, Hopkins I, Hwang, 
Sam E, Ingram,Karen P, Kirkby,Lip J, Lee W, Catherine A, McBain,Michael J, 
Merchant,David J, Noble, Shermaine Pan, James M, Price. Ganesh Rad-
hakrishna, David Reboredo-Gil, Ahmed Salem, Srijith Sashidharan, Peter Sitch, 
Ed Smith, Edward Ak Smith, Michael J Taylor, David J Thomson, Nicola J Thorp, 
Tracy Sa Underwood, John W Warmenhoven, James P Wylie, Gillian Whitfield. 

https://doi.org/10.1093/jrr/rrad034
https://doi.org/10.1186/s13019-023-02212-6
https://doi.org/10.1186/s13019-023-02212-6
https://doi.org/10.3390/cancers13184705
https://doi.org/10.3390/cancers13184705
https://doi.org/10.3390/ijms232315056
https://doi.org/10.1101/cshperspect.a037895
https://doi.org/10.1111/crj.13660
https://doi.org/10.3389/fonc.2023.1133909
https://doi.org/10.3389/fonc.2023.1133909
https://doi.org/10.3389/fonc.2019.00922
https://doi.org/10.3390/jpm11080825
https://doi.org/10.1259/bjr.20190378
https://doi.org/10.1259/bjr.20190378


Page 11 of 11Jin et al. Radiation Oncology          (2023) 18:189 

Estimating the percentage of patients who might benefit from proton beam 
therapy instead of X-ray radiotherapy[J]. Br J Radiol, 2022,95(1133):20211175.

33. Hwang E, Burnet NG, Crellin AM, Ahern V, Thwaites DI, Gaito S, Chang 
YC, Smith E. Therapy[J] Clin Oncol. 2022;34(1):11–8. .A Novel Model and 
Infrastructure for Clinical Outcomes Data Collection and Their Systematic 
Evaluation for UK Patients Receiving Proton Beam.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations. 


	Proton therapy (PT) combined with concurrent chemotherapy for locally advanced non-small cell lung cancer with negative driver genes
	Abstract
	Introduction
	Materials and methods
	Patients
	Anti-tumor treatment regimen
	Local treatment (radiation therapy)
	Systemic treatment (chemotherapy and immune checkpoint inhibitors)


	Clinical efficacy and toxicity assessment
	Follow-up and statistical analysis
	Results
	Patient clinical characteristics
	Radiation therapy plan and parameters
	Toxicity and evaluation
	Short-term efficacy assessment
	Survival analysis

	Discussion
	Conclusions
	References


