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Abstract

Background: Epidermal growth factor receptor (EGFR) tyrosine kinase inhibitors
is a crucial agent in EGFR-mutated advanced lung disease. Previous studies have
suggested a positive correlation between EGFR overexpression and cellular radiore-
sistance in the treatment of non-small cell lung cancer (NSCLC). Concurrent or
sequential Gefitinib with thoracic irradiation showed tolerability and possible efficacy
in patients who exhibited EGFR mutation. The aim of this study was to improve
treatment outcomes of local advanced NSCLC patients.

Method: A prospective study included stage III NSCLC cases divided in to 30
patients in Arm A and 20 patients in Arm B. The patients received thoracic irradiation
concurrently or sequentially with Gefitinib. We used Kaplan-Meier plot and compared
results using log-rank test. Percent of categorical variables was compared using
Pearson’s chi-square test or Fisher’s exact test when appropriate. A P-value of less
than 0.05 was considered to be statistically significant using SPSS 16.0.

Results: Pneumonitis was more observed toxicity in Arm A versus Arm B with
statistical significance P = 0.039. The median progression-free survival was 10 months
with a 95 % confidence interval range of 8.2-11.7 months, 8.5-11.4 months in Arm A
and Arm B, respectively. The median overall survival was 18 months versus 16 months
with the range at 95 % confidence interval of 12.6-23.3 months versus 13.2-18.7
months in Arm A and Arm B, respectively.

Conclusion: Gefitinib is affordable and effective with thoracic irradiation in
stage III NSCLC patients with accepted toxicity profile.
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Introduction are unsuitable for surgery due to
Lung cancer is the most common  medical or technical reasons.
neoplasm worldwide. Most patients ~ Radiotherapy (RT) creates curative
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treatment possibilities. Unfortunately, in these
scenarios, the prognosis is poor, primarily due
to the radioresistance of non-small cell lung cancer
(NSCLC).!

Epidermal growth factor receptor tyrosine
kinase inhibitors (EGFR-TKI) is a crucial agent
in EGFR-mutated advanced lung disease.?>

However, in the setting of EGFR mutations
in stage III, EGFR-mutant NSCLC could be
detected in 17%-30% of patients, especially those
with non-squamous tumors.*”’

Gefitinib plus concurrent thoracic irradiation
showed tolerability and possible RT efficacy in
patients who exhibited EGFR mutation.®

Many studies suggested the positive correlation
between EGFR overexpression and cellular
radioresistance in the treatment of NSCLC.?

Nivolumab, pembrolizumab, atezolizumab,
and durvalumab immune checkpoint inhibitors
(ICIs) reverse the inhibition of T cells, prevent
the programmed cell death protein 1 (PD-1) and
programmed death-ligand 1 (PD-L1) binding to
the tumor cells producing anti-tumor effects, with
novel treatment innovations. In addition, the exact
synergistic effect between immunotherapy and
conventional treatment. The PACIFIC trial
evaluated the efficacy of ICIs in patients with
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Gefitinib Treatment with Thoracic Irradiation in NSCLC

local advanced NSCLC and demonstrated
unprecedented improvements in overall survival
(OS) and progression-free survival (PFS).10-14

Local irradiation provides local control and
provides more proactive alleviate symptoms
participation in local advanced NSCLC.
Stereotactic Body Radiation Therapy has shown
high local control efficacy.!> The present study
aimed to improve treatment outcomes of local
advanced NSCLC patients.

Methodology
Study design and participants

A prospective study included 50 cases of
NSCLC admitted at Clinical Oncology and
Nuclear Medicine, Cardiothoracic, and Medical
Oncology departments, all patients with mutated
EGFR stage III included in the study from the
period of January 2021 up to June 2024. Arm A
included 30 patients received Gefitinib
concurrently with RT then post irradiation. Arm
B included 20 patients received Gefitinib
sequentially 8 weeks prior to thoracic irradiation.
Then, the patients in both arms continued Gefitinib
treatment after the end of RT up to 6 months in
responder patients. Gefitinib selection due to its
availability and affordability.
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Figure 1. This figure shows the Kaplan Meier plot of PFS and OS of 30 patients in Group A and 20 patients in Group B, respectively.

PFS: Progression-free survival; OS: Overall survival; No statistical difference between both arms regards PFS. In Arm A, the median OS was better than Arm B but with no

statistical difference
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Inclusion criteria

Cases of local advanced NSCLC stage III, no
previous thoracic RT history; EGFR-proven
mutated patients, objectively measured lesions;
Karnofsky Performance Status >70; age > 18
years; without vital organs impairment; explicit
written consent, patients who refuse chemotherapy
with irradiation.

Exclusion criteria

Cases fit for surgery, cases fit for concurrent
chemoradiation, previous target therapy proposal,
history of induction chemotherapy, and patients
with incomplete data in medical records.

RT: Photon beams with an intensity of 6- 15
MV. The gross tumor volume was the volume of
the primary disease and involved regional
lymphatic > 10 mm at the short axis on a computed
tomography scan. The clinical target volume
(CTV) included the primary tumor plus a 10 mm
margin and regional lymph nodes electively. The
planning target volume = CTV+ 20 mm margin.
Radiation oncologist prescribed a dose over four
weeks, 40 - 44 Gy (20-22) fractions at 2 Gy (per
fraction), beam arrengment was in the anterior-
posterior fields. Patients received 16- 20-Gy boost
through parallel opposed lateral or oblique portals.
The radiation oncologist limited the maximum
spinal cord dose to 45 Gy.

Gefitinib: Arm A; started on daily dose of 250
mg orally, Day 1. The treatment continued after
RT for up to 6 months if it was effective, while
Arm B, the patients received sequential Gefitinib
in 8 weeks before RT, and up to 6 months in
responsive condition.

The cardiothoracic surgeon repeated
thoracentesis plus pleurodesis, which may end
with tube thoracostomy in progressive
circumstances associated with massive pleural
effusion.

Treatment response by Response Evaluation
Criteria in Solid Tumors (RECIST) by the end
of 12 weeks.!®

We asked the patients for a plain chest x-ray,
computed chest and pelvic-abdomen tomography,
and bone scan + positron emission tomography-
computed tomography scan (PET-CT) to assess
the disease status. The multidisciplinary team

collected toxicity and survival data from the
patient’s medical records and by direct patient
contact. Toxicity was evaluated by teamwork
according to the National Cancer Institute
Common Toxicity Criteria for Adverse Events
(CTCAE) version 5.0.17
Ethics approval and consent to participate

This study was approved by the Faculty of
Medicine, Zagazig University, Institutional
Review Board (IRB) for human studies and the
patients have signed an informed written consent,
(Approval No.:8067).
Statistical analysis

Continuous variables are the mean + SD and
median (range); categorical variables are a number
(percentage). OS was the time from diagnosis to
death or the most recent follow-up contact
(censored). PFS was the most recent follow-up
contact in which the patient was free from
progression using the method of Kaplan-Meier
plot and compared using log-rank test. Percent
of categorical variables were compared using
Pearson’s chi-square test or Fisher’s exact test
when was appropriate, P < 0.05 is statistically
significant. The authors performed all statistics
using SPSS 16.0 for Windows (IBM Inc., Chicago,
IL, USA).

Results

Table 1 shows characteristics of stage III
NSCLC of 50 patients Arm A (concurrent
Gefitinib) and Arm B (sequential Gefitinib).
Characteristics of patients and tumor

The mean age of the patients was 62.67 £+ 3.8,
61.25 £ 5.6 years old in arm A and B, respectively.
The male gender was predominant by 86.7, 85
% in arm A and B, respectively. Also, 27 patients
had Karnofsky Performance Status of 70 in Arm
A, while 15 patients had Karnofsky Performance
Status of 70 in Arm B. A majority of patients,
73.3% in Arm A and 75% in Arm B, had a
smoking index > 400, 53.3 % had <5 % weight
loss within six months before the treatment in
Arm A, and 60 % weight loss in Arm B. Clinically,
56.7% of patients in Arm A and 35% in Arm B
had T2 disease. In Arm A, 46.7% of patients had
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Table 1. Patients’ characteristics of stage III non-small-cell lung cancer of 50 patients Arm A (concurrent Gefitinib) and Arm B

(sequential Gefitinib)

Characteristics Arm A (30) Arm B (20) P value
Age 0.98 ©
Mean 62.67 +3.8 61.25+5.6
Range 55-70 46 - 68
N % N %
Sex
Male 26 86.7 17 85 0.99
Female 4 133 15
KPS
90 1 33 1 5 0.38
80 2 6.7 4 20
70 27 90 15 75
Smoking index
0 2 6.7 2 10 0.99
1 -400 6 20 15
> 400 22 73.3 15 75
Weight loss within 6 months prior to the treatment
0 5 16.7 25 0.49
<5% 16 53.3 12 60
>5 % 9 30 3 15
T stage
T1 3 10 6 30 0.52
T2 17 56.7 7 35
T3 6 20 5 25
T4 4 133 2 10
N stage
NO 3 10 5 25 0.47
N1 12 40 8 40
N2 14 46.7 7 35
N3 1 33 0 0
Clinical stage
1A 12 40 11 55 0.29 *
1B 18 60 9 45
Pathological subtype
Squamous cell carcinoma 9 30 8 40 0.73 ©
Adenocarcinoma 20 66.7 12 60
Others 1 33 0 0

Categorical variables were expressed as numbers (percentages); KPS: Karnofsky performance status; oo: Fisher’s exact test; >: Person chi- square test; T: Tumor; N: Nodal

N2 disease while in Arm B, 40% of patients had
N1 disease. Clinical stages included 18 patients
as stage I1I B and 12 as stage III-A, in Arm A, 11
patients had stage I1I-A and 9 patients had stage
IIT B in arm B. The pathological subtype was
adenocarcinoma in 66.7%, 60 % of patients in
Arm A and B, respectively. No statistically
significant difference was found between both
Arms regards patients and tumor characteristics
(Table 1).

Table 2 shows the incidence of adverse events
among the 50 patients in this study, Arm A
(concurrent Gefitinib) and Arm B (sequential
Gefitinib).

Adverse events outcome
Pneumonitis was more observed toxicity for

concurrent Gefitinib with thoracic irradiation in
Arm A versus sequential Gefitinib administration
in Arm B with statistical significance of P =
0.039. In Arm A two patients (6.7%) showed
Grade 1 Pneumonitis, Six patients (20%) showed
Grade 2 Pneumonitis and 3 patients (10%) had
Grade 3 Pneumonitis. On the other hand, only 3
patients in Arm B had Grade 1 Pneumonitis.
Seven patients (23.4%) showed G1 increased
Alanine transaminase (ALT), six patients (20%)
showed G1 + G2 increased aspartate transaminase
(AST) in Arm A while in Arm B, 5 patients (25%)
had Grade 1, 2 patients (10%) had Grade 2
increased ALT and AST without significance. In
Arm A, six patients (20%) showed dermatitis,
and only one patient showed Grade 3 dermatitis,
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Table 2. Incidence of adverse events among 50 patients, Arm A (concurrent Gefitinib) and Arm B (sequential Gefitinib)

Arm A (30) Arm B (20) P value
Overall G1 G2 G3 Overall Gl1 G2 G3
Absent Present Absent Present
N % N % N % N %o N %
Skin rash 25 766 5 16.7 3 10 2 6.7 16 80 4 20 2 10 2 10 0.99 =
Dermatitis 24 80 6 20 5 16.7 1 3.3 15 75 5 25 4 20 1 5 0.80 =
Leucopenia 27 90 3 10 3 10 15 75 5 25 5) 25 0.24 =
Anemia 25 833 5 16.7 5 16.7 14 70 6 30 5) 25 1 5 0.36 «
Thrombocytopenia 28 933 2 6.7 2 6.7 16 80 4 20 3 15 1 5 0.23 =
Increased ALT 23 766 7 2347 234 13 65 7 85} 5) 25 2 10 0.23 =
Increased AST 24 80 6 20 3 10 8 10 13 65 7 85} 5) 25 2 10 0.34 =
Increased creatinine 27 90 3 10 3 10 15 75 5 25 5) 25 0.24 =
Nausea 25 833 5 16.7 5 16.7 14 70 6 30 5) 25 1 0.36 «
Vomiting 26 867 4 134 2 6.7 2 6.7 14 70 6 30 4 20 2 10 0.33 =
Diarrhea 24 80 6 20 3 10 8 10 13 65 7 85} 6 30 1 0.20 =
Esophagitis 23 766 7 234 4 134 3 10 15 75 5 25 5) 25 0.24 =
Pneumonitis 19 633 11 36.7 2 6.7 6 20 3 10 17 85 3 15 3 15 0.039%

Categorical variables were expressed as numbers (percentage); G1: Grade 1 toxicity; G2: Grade 2 toxicity; G3: Grade 3; co: Fisher’s exact test; *P <0.05 is statistically

significant; ALT: Alanine transaminase; AST: Aspartate transaminase

five patients showed Grade 1 dermatitis. In Arm
B, no Grade 3 dermatitis, 4 patients had Grade 1
and one patient had Grade 2 dermatitis without
significance. Five patients (16.7%) showed skin
rash Grade 1+2 in Arm A versus 4 patients had
Gradel+2 in Arm B, without statistical difference.
Seven patients (23.4%) showed Grade 1+2
esophagitis, and six (20%) showed Grade 1+ 2
diarrhea versus 5 patients (25%) showed Grade
1 esophagitis and 7 patients (35%) showed Grade
1+ 2 diarrhea in Arm A and B respectively without
statistical significance (Table 2). Gefitinib was
tolerable with RT for the Arm A patients and the
sequential Gefitinib administration in Arm B.
Teamwork controlled all manifestations by
medical treatment.

Table 3 shows the response and survival
outcome among the studied 50 patients, Arm A
(concurrent Gefitinib) and Arm B (sequential
Gefitinib).

Response and survival data

In this study, 15 patients had partial response
(PR) and 11 patients had SD in Arm A versus 12
patients had PR and 8 patients had SD, and four
patients in Arm A showed a progressive disease
and none in Arm B at 12 weeks post-treatment
protocol. After three years, only 4 cases in Arm
A had no progressive disease versus 3 cases in
Arm B. Also, 14 patients showed a distant
metastasis, 8 had a mediastina progression, and
2 had a loco-regional progression site in Arm A
while in Arm B, five patients had a mediastina
progression and another five had a distant

metastasis. The median PFS was 10 months with
a 95 % confidence interval (CI) range of 8.2-
11.7 months, 8.5-11.4 months in Arm A and Arm
B, respectively. The median OS was 18 months
versus 16 months with the range at 95 % CI of
12.6-23.3 months versus 13.2-18.7 months in
Arm A and Arm B respectively. The two-year
PFS rate in Arm A and Arm B was 20 % and
15%, while the two-year OS rate in Arm A and
arm B was 30 % and 27%, respectively. The 3-
year PFS rate in Arm A and Arm B was 13 %
and 15 %, while the three-year OS rate was 30
% in Arm A versus 27% in Arm B. No statistically
significant difference between Arm A and Arm
B regards response data, progression, progression
site, death and survival data (Table 3) (Figure 1).

Discussion

The present study found that pneumonitis was
more observed toxicity for concurrent Gefitinib
with thoracic irradiation in Arm A versus
sequential Gefitinib administration in Arm B with
statistical significance. In Arm A, two patients
(6.7%) showed Grade 1 Pneumonitis, six patients
(20%) showed Grade 2 Pneumonitis and 3 patients
(10%) had Grade 3 Pneumonitis, on other side
only 3 patients in Arm B had Grade 1 Pneumonitis.
Seven patients (23.4%) showed G1 increased
ALT, six patients (20%) showed G1 + G2
increased AST in Arm A while in Arm B, 5
patients (25%) had Grade 1, 2 patients (10%)
had Grade 2 increased ALT and AST without
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Table 3. The response and survival outcome among 50 patients, Arm A (concurrent Gefitinib) and Arm B (sequential Gefitinib)

Arm A (N=30) Arm B (N=20) P value
Response 0.28 ©
PR 15 50 12 60
SD 11 36.7 40
PD 4 13.3 0 0
Progression 0.86 ©
Absent 4 13.3 15
Present 26 86.7 17 85
Progression site 0.39 ©
Loco regional 2 6.7 4 20
Supraclavicular 2 6.7 3 15
Mediastina 8 26.7 5 25
Distant metastasis 14 46.6 5 25
Death 0.99 *
Absent 9 30 30
Present 21 70 14 70
(O] 0.88 ¢
Median OS 18 months 16 months
Range at 95 % Confidence Interval 12.6 -23.3 months 13.2 — 18.7 months
PFS 0.92+
Median PFS 10 months 10 months

Range at 95 % Confidence Interval 8.2 — 11.7 months

8.5 — 11.4 months

Continuous variables were expressed as median (95%CI); Categorical variables were expressed as numbers (percentage); PR: Partial response; SD: Stable disease; PD:

Progressive disease; PFS: Progression-free survival; OS: Overall survival; #: Log rank (Mantel-Cox); >: Person chi-square test; co: Fisher’s exact test

significance. In Arm A, six patients (20%) showed
dermatitis, and only one patient showed Grade 3
dermatitis, five patients showed Grade 1
dermatitis. In Arm B, no Grade 3 dermatitis, 4
patients had Grade 1 and one patient had Grade
2 dermatitis without significance. Five patients
(16.7%) showed skin rash Grade 1+2 in Arm A
versus 4 patients had Grade1+2, without statistical
difference. Seven patients (23.4%) showed Grade
1 + 2 esophagitis, and six (20%) showed Grade
1 + 2 diarrhea versus 5 patients (25%) showed
Grade 1 esophagitis and 7 patients (35%) showed
Grade 1+ 2 diarrhea in Arm A and B without
statistical significance, respectively. Gefitinib
administration concurrently with thoracic
irradiation associated with accepted controlled
adverse events either concurrently or sequentially.

Fu et al. stated that the most common acute
side effects mainly < grades 2, only 7.1% of
patients showed a grade 3 critical adverse event,
and no patients showed a grade 4 acute adverse
event; one patient (3.6%) showed Grade 3 elevated
hepatic enzymes, esophagitis, and diarrhea,
respectively. Seven patients (25.0%) showed grade
2 pneumonitis without grade 3 pneumonitis. These
results are consistent with our results and
emphasize that RT with the gefitinib combination

was well tolerated.'®

Zheng et al. observed grade 3 radiation
pneumonitis (20%) and (10%) rash in TIK
combination with RT as first-line therapy for
metastatic NSCLC patients harboring EGFR
active mutations. Advanced NSCLC patients with
thoracic Rth should undergo monitoring,
considering radiation pneumonitis.!®

Akamatsu et al. observed pneumonitis frequent
liver dysfunction with increased ALT and AST.3

K. Haslett, P. Koh, A. Hudson, et al. studied
selumetinib mitogen-activated protein kinase
inhibitor (MEK inhibitor) in combination with
chest irradiation in NSCLC and revealed one
patient showed grade 3 diarrhea/fatigue and one
showed grade 1 pulmonary embolism. They
reported 3-4 adverse events, such as lymphopenia
in 19 patients and hypertension in 7 patients,
which are different from our results and may be
due to induction chemotherapy, MEK inhibitor
combination, and other underlying medical
conditions. One patient showed grade 3
esophagitis without grade 3 radiation
pneumonitis.20- 21

J. Shimizul et al. observed grade 3 adverse
events: fatigue, skin reaction, and appetite loss,
respectively. Pneumonitis was the most reported
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toxicity, with grade 1(59.2%) and grade 2 (29.6%);
these results are similar to the current notified
toxicity.??

In the present study, 15 patients had PR and
11 patients had SD in Arm A versus 12 patients
had PR and 8 patients had SD, and four patients
in Arm A showed a progressive disease and none
in Arm B at 12 weeks post-treatment protocol.
After three years, only 4 cases in Arm A had no
progressive disease versus 3 cases in Arm B.
Fourteen patients showed a distant metastasis, 8
had a mediastina progression, and 2 had a loco-
regional progression site in Arm A while in Arm
B, five patients had a mediastina progression and
another five had a distant metastasis. The median
PFS was 10 months with a 95% CI range of 8.2-
11.7 months, 8.5-11.4 months in Arm A and Arm
B, respectively. The median OS was 18 months
versus 16 months with the range at 95 % CI of
12.6-23.3 months versus 13.2-18.7 months in
Arm A and Arm B, respectively. The two-year
PFS rate in Arm A and Arm B was 20 % and
15%, while the two-year OS rate in Arm A and
arm B was 30 % and 27%, respectively. The
three-year PFS rate in Arm A and Arm B was
13% and 15%, while the three-year OS rate was
30 % in Arm A versus 27% in Arm B.

Fu et al. observed that in the treatment
response, 21 (75.0%) achieved (PR), 5 (17.9%)
had (SD), and 2 (7.1%) had a progressive disease
(PD). None of the patients showed a complete
response (CR) in agreement with the stated study.
Also, 25 patients (89.3%) showed a relapse;
19(67.9%) showed a local relapse, and 16 (57.1%)
showed a distant relapse, including ten patients
(35.7%) who underwent both a local and a distant
relapse. The median PFS was 11 months, and the
three-year survival rates were 39.0. The 3-year
PFS rates were 14.3.13

Zheng et al. nearly demonstrated similar results
and reported that the 1-year PFS rate was 57.1%,
and the median PFS was 13 months in TKI
combination with radiation as first-line treatment
for stage IV NSCLC patients who have active
mutated.!®

K. Haslett, P. Koh, A. Hudson, et al. followed
local advanced NSCLC; the 2-year survival was

31%, the 1-year PFS was 23.8%, and the 2-year
PFS was 9.5%. The median OS was 9.7 months,
and the median PFS was 6.9 months.?!

J. Shimizu et al. reported that the PFS rate at
two years was 29.6%. The overall response rate
was 81.5%, the median PFS was 28.6 months
(95%CI: 12.0 to 24.5 months), and the median
OS was 61.1 months; Gefitinib in combination
with thoracic RT did not improve the PFS rate at
two years. EGFR inhibitors with thoracic radiation
significantly improved OS emphasized that Non-
oligometastatic NSCLC patients with EGFR
mutations benefited from thoracic RT while using
EGFR inhibitors,?? which is in agreement with
the objectives of the study.

F. Hsu et al. observed 264 patients with EGFR
mutated metastatic NSCLC who received
palliative RT in comparison with progressed
patients after do novo benefit from TKI, with
documentation that do novo TKI intake in patients
with mutated EGFR showed significant response
efficacy compared with RT alone. Acquired
resistance to TKI treatment results from neoplasm
cross-resistance to palliative RT.?3

Spanish researchers studied 90 patients with
stage Il NSCLC who received RT with erlotinib
or RT alone. The median OS was 8.9 and 11.4
months, respectively. Consistent with the present
study, the median PFS was 12.9 and 15.3 months,
respectively.?4

The median PFS in Akamatsu et al.'s study
was 18.6 months, and PFS rates at 1 and 2 years
were 66.7% and 33.3%, respectively. OS among
the overall population was 61.1 months, three
patients had CR, and 19 had PRS8 these results
differ from the present study due to using Gefitinib
250 mg orally for 2-year duration and receiving
concurrent thoracic irradiation with 64 Gy total
dose.?

Thoracic RT plus EGFR-TKIs in patients with
nonoligometastatic advanced non-small-cell lung
cancer revealed survival benefits by F Zhou, Y
Qin, et al.?>

Combining radiation therapy and ICIs is a
promising treatment approach and should be
tailored in large randomized trials.?-27

Donata. Von Reibnitz et al. reported more

352

Middle East J Cancer 2025; 16(4): 346-355




adverse events and were Grade >2 after thoracic
radiation therapy and immunotherapy, including
five patients (6%) with Grade >2 pneumonitis (4
patients showed Grade 2, and one showed Grade
4), 14 patients (18%) showed pneumonia, five
patients (6%) showed upper respiratory infections,
three patients showed dyspnea, two patients
showed cough, three patients showed pleural
effusions. six patients (8%) showed Grade >2
esophagitis. Eight patients (10%) showed > grade
dermatitis, and 13 patients (16%) showed fatigue.
Treatment timing (concurrent/sequential) may
impact toxicity rates. Patients received palliative
RT, stereotactic body, or conventionally
fractionated RT.?® The data are in agreement with
the present study.

Durvalumab therapy was combined with RT
and discovered safety and high therapeutic
response of immune strategy with thoracic
irradiation for elderly NSCLC stage III patients.?’

The present study has certain limitations
including: small sample size, data bias, lack of
biomarker analysis and lack of advanced RT
techniques. Further large-scale comparative studies
could offer a better promising bridge for treatment
outcome benefits allow proper gefitinib-acquired
resistance and disease cross-resistance
understanding.

Conclusion

EGFR-TKI Concurrently or sequentially with
thoracic RT is crucial to disease biology directions
with acceptable findings but with treatment timing
consideration. Gefitinib is affordable and tolerable
with thoracic irradiation in NSCLC patients.
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