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Abstract

Background and Objectives: Immune checkpoint inhibitors (ICIs) are effective in various types of cancer and cause immune-
related adverse events (irAEs). The occurrence of irAEs is associated with improved survival outcome.We investigated the association
between the occurrence of irAEs and overall survival (OS) and progression free survival (PFS), and the risk factors for the development
of irAEs, in patients with non–small-cell lung cancer (NSCLC), gastric cancer (GC) and melanoma (MM) treated with ICIs.

Methods: This was a retrospective observational cohort study, and the data were taken from inpatients in a hospital. OS and
PFS were compared among patients with different numbers of irAEs. Log-rank test and Cox regression and logistic regression
analysis were applied, and details of irAEs characteristics were summarized.

Results: We obtained data from 200 patients. The major tumor types were NSCLC, GC, and MM. Median OS and PFS in all
patients were 9.3 and 3.5 months, respectively. Patients without irAEs tended to have shorter OS or PFS compared with those
with a single irAE or multi-system irAEs. Covariate analysis suggested that age (≥75 years), albumin (≥3.5 g/dL) and smoking
history were significant for increased occurrence of irAEs. Pneumonitis and thyroiditis tended to occur frequently in patients
with NSCLC and MM. The irAE grade was ≤2 in 67.3% of all irAEs, and days of irAEs onset varied.

Conclusion: We observed patients with irAEs tended to have better OS or PFS in patients with various types of cancers
treated with ICIs. We suggest that ICIs should be used appropriately by continuously monitoring the irAEs.
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Key Point

This was a retrospective observational cohort study to in-
vestigate the association between the occurrence of irAEs and
overall survival (OS) and progression free survival (PFS), and
the risk factors for the development of immune-related adverse
events (irAEs), in patients with non–small-cell lung cancer,
gastric cancer and melanoma treated with ICIs. Details of
irAEs characteristics were also summarized.
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In conclusion, patients with irAEs tended to have better OS
or PFS with various types of cancers treated with ICIs. The
irAE grade was ≤2 in 67.3% of all irAEs, and days of irAEs
onset varied. We suggest that ICIs should be used appropri-
ately by continuously monitoring the irAEs.

Introduction

The use of immune checkpoint inhibitors (ICIs) has transformed
cancer treatment in clinical practice and has been reported to be
effective in various types of cancer, including malignant mela-
noma (MM),1 non-small-cell lung cancer (NSCLC),2 gastric
cancer (GC),3 and other types of cancers.4-11 ICIs, including anti-
programmed cell death protein 1 (PD-1), programmed death-
ligand 1 (PD-L1), and cytotoxic T-lymphocyte–associated
protein 4 (CTLA-4), are checkpoints inhibitors that have
been successfully targeted with antagonist antibodies.12-14

ICIs are known to cause inflammatory side effects referred
to as immune-related adverse events (irAEs), which appear in
nearly every organ system.15-18 Various types of irAEs have
been reported, including gastrointestinal, hepatic, skin, en-
docrine, neurological, renal, and interstitial lung diseases.15

Several studies targeted to MM and NSCLC have shown that
the development of irAEs is associated with improved survival
outcome.19-26 On the other hand, some reports indicated that
interstitial lung disease caused by ICIs is associated with poor
prognosis in NSCLC.27-29 In addition, data from patients with
MM treated with anti–PD-1 monotherapy indicated that the
number of irAEs, and not the grade of irAE, is correlated with
the response rate.30

In our previous retrospective study, we focused on interstitial
pneumonia, which is a frequent irAEs, and investigated the risk
factors for interstitial pneumonia in patients with advanced
NSCLC and Eastern Cooperative Oncology Group Performance
Status (ECOG PS) of 0 or 1 during nivolumab monotherapy.31

Shanker et al have reported that the development of multi-
system irAEs is associated with improving survival in patients
withNSCLC treatedwith ICIs.32 In the previous study, we could
not obtain enoughr data for patients (i) with cancers other than
NSCLC, (ii) with poor ECOG PS, and (iii) patients treated with
combination therapy of ICIs and cytotoxic anticancer agents,
and the risk factors in such conditions remain unclear.

In this study, we investigated the association between the
occurrence of irAEs and clinical efficacy given by such indices
as overall survival (OS) and progression free survival (PFS),
and the risk factors for the development of irAEs, in patients
with NSCLC, GC and MM treated with ICIs. Details of irAEs
characteristics were also summarized.

Methods

Patients, Data Collection, and Study Design

This was a retrospective observational cohort clinical study
including patients who underwent treatment with ICIs at the

National Hospital Organization Osaka National Hospital
(Osaka, Japan). Patients were enrolled from September 2014
to December 2020 and followed up until March 31, 2021. The
reporting of this study conformed to STROBE (cohort study)
guideline.33 We included patients treated with the following
ICIs: nivolumab, pembrolizumab, atezolizumab, durvalumab,
and ipilimumab. We consecutively chose the eligible patients
according to our criteria. Patients with completely missing
baseline data were excluded from the analysis, and other each
missing data were ignored in the data analysis. The dose and
dosing schedules of the ICIs were at the clinicians’ discretion.

We collected basic patient data from the medical records of
the hospital at the time of initiation of ICI treatment (ie,
baseline), including age (years), sex, ECOG PS, body mass
index (BMI), tumor type, metastasis site, name of ICIs used,
number of prior chemotherapy regimens, percentage of PD-L1
expression, existence of baseline corticosteroid treatment, smoking
history, laboratory data obtained from peripheral blood (ie, ab-
solute neutrophil count [ANC (/mm3)], absolute lymphocyte count
[ALC (/mm3)], and platelet count [PLT (/mm3)]) and serum
biochemistry (ie, levels of C-reactive protein [CRP (mg/dL)],
albumin [ALB (g/dL)], and lactate dehydrogenase [LDH (IU/L)]).

Data regarding irAEs during ICI treatments were collected,
which were the onset date of the irAEs, severity grade of the
irAEs obtained during ICIs treatment, the irAEs that required
steroid treatment, and the clinical outcome of the irAEs. In the
present study, the occurrence of irAEs was based on the
medical records that the physicians routinely assessed and
recorded. The physicians confirmed the irAEs whether they
were related to ICIs based on pathologic diagnosis, by con-
sultation to a specialist, or by laboratory tests for definitive
diagnosis, and recorded their final judgement on the medical
chart. We graded the severity of the irAEs using the National
Cancer Institute’s Common Terminology Criteria for Adverse
Events (NCI-CTCAE, version 5.0). The largest grade during
the treatment was defined in this study as “max grade” of each
irAE in individual patients.

OS was defined as the time between the beginning of ICI
treatment to the day of death from any causes, where the dates
of death were obtained from the medical record. PFS was
defined as the time between the beginning of the ICI treatment
to the day of progressive disease (PD) or death from any
causes, where PD was defined according to the Response
Evaluation Criteria in Solid Tumor (version 1.1). The types of
irAEs were summarized for each grade and each major cancer
type, median days of onset from the baseline, number of
patients with long-term irAEs and receiving corticosteroid
therapy, and the information for the clinical outcomes. Long-
term irAEs were defined as immune-related side effects lasting
for at least 12 weeks after the patient stopped taking the ICI.34

Clinical outcomes were classified as “improved”, “resolved”,
“refractory,” “dead” or “unknown” according to the medical
records. More precisely, we focused on cases in which the max
grade was ≥2 and improved and “resolved” were defined as
cases in which the grade was decreased to 0 and 1,
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respectively. Otherwise, we defined cases as not improved,
except for cases of death or unknown.

This study was carried out according to the Declaration of
Helsinki, and the protocol of this retrospective observational
study was approved by the ethics committees of both the
National Hospital Organization Osaka National Hospital (No.
ONH 21067, approved on November 11, 2021) and Kyoto
Pharmaceutical University (No. E21-018, approved on August
2, 2021). No informed consents were obtained from individual
patients in the study because this was a retrospective obser-
vational study and an “opt-out approach” written in the Jap-
anese “Ethical Guideline for Clinical Study” was applied.
Instead, we published information of this research on the
Website of the hospital, and we guarantee the opportunity of
patient rejection. We have de-identified patient detailed infor-
mation so that the identity of any personmay not be ascertained.

Statistical Analysis

Statistics regarding patients’ basic characteristics and other
information taken from the electronic charts were summarized
as mean and standard deviation (SD) or the number of patients
and their percentages of the total patients. No statistical es-
timation of the sample size was performed prior to the study,
and we collected all the available data from the electronical
files in our hospital according to our criteria.

The Kaplan–Meier plots for OS and PFS were created with
stratification according to the number of irAEs (0: absence, 1:
single irAE, or >1: multi-system irAEs) in the patients with the
major tumor types in this study, NSCLC, GC, or MM.We also
created Kaplan–Meier plots for OS and PFS with binary
stratification according to the absence (0) or presence (single
or multi-system) of irAEs. To examine possible relationship
between irAEs and OS, Kaplan-Meier plots for some major
irAEs in these tumor types were created. Statistical differences
in the OS or PFS profiles between the groups were tested by
log-rank test with Bonferroni correction in case of a com-
parison among more than two groups.

We examined the risk factors for OS and PFS as well as the
risk factors for the occurrence of irAEs using Cox regression
analysis and binary logistic regression analysis, respectively.
For each regression analysis, we first adopted a univariate
analysis followed by a multivariate analysis for the covariates
with P–values <.2 in the univariate analysis. Correlations
among the covariates were not considered in the univariate
analysis. The possible affecting factors included in the ana-
lyzes are listed in the tables. Some of the values of the clinical
laboratory tests were divided into two categories; the cutoff
values of ALB, CRP and LDH were referenced from the
literatures.35,36 We did not include the irAEs information for
the regression analysis of OS or PFS because we wanted to
know the factors on these survival data at the time of ICIs
treatment, ie, no information of irAEs is available at that time.

Detailed information of the irAEs occurring in the patients,
including grades, median days of onset of irAEs after ICIs

treatments, presence of long-term irAEs, number of patients
who required corticosteroid therapy for irAE treatment, and
clinical outcomes, were summarized and stratified by the
major cancer types.

All analyzes were carried out using BellCurve for Excel
(Social Survey Research Information Co., Ltd. Tokyo, Japan).
The level of statistical significance was set at .05 in all cases,
except for the cases individually cited.

Results

Patient Characteristics

Table 1 summarizes the patient characteristics at the beginning
of ICI treatment. The details of each boundary (cut-off value)
of the independent variables are given. Data from 207 patients
were collected retrospectively, and data from 7 patients were
excluded because of missing baseline data. Finally, data from
200 patients were used for the analysis in this study. The mean
age of the patients was 66.9 years, and about 64% of the
patients were male. Most patients had an ECOG PS of 0
(53.5%) or 1 (30.0%), and the major tumor types were NSCLC
(25%), GC (21.5%), and MM (19.0%). Patients with other
tumors were, renal cell carcinoma (n = 17, 8.5%), esophageal
cancer (13, 6.5%), bladder cancer (14, 7.0%), head and neck
cancer (10, 5.0%), breast cancer (8, 4.0%), hepatocellular
cancer (4, 2.0%), and Microsatellite Instability-High (3,
1.5%). Here we focused on three major cancers, GC and MM
for which the numbers of patients were larger in this study.
Nivolumab (57.5%) or pembrolizumab (23.0%) was mainly
used as the ICIs. The number of patients with ICI alone was
175 (87.5%), and 19 patients (9.5%) received cytotoxic agents
with ICIs, 4 patients (2%) received molecular target drugs with
ICIs.

The median OS for patients with NSCLC, GC and MM
were 12.2 months (m) (95% confidence interval [CI]: 6.1-
18.4), 4.6 m (2.4-6.8 m) and 7.5 m (3.6-11.4 m), respectively.
The median PFS for patients with NSCLC, GC and MM were
5.3 m (3.7-7.3 m), 2.2 m (1.6-2.8 m) and 2.8 m (1.9-3.7 m),
respectively. In most patients (81.5%), the expression of PD-
L1 was unclear, and almost all patients (97.5%) did not use
corticosteroids at baseline and had no history of pneumonia
(96.5%) nor autoimmune diseases (86.5%). About 70% were
smokers. The values of the actual data used for the regression
analyzes are provided in the corresponding tables.

Comparison of Survival Curves According to irAE
Occurrence

Figure 1 and 2 shows Kaplan–Meier plot for OS (Figure 1) and
PFS (Figure 2) stratified by the number of irAEs (0, 1, or
multi-system irAEs), for patients with NSCLC (a), GC (b),
and MM (c), respectively. We applied the Bonferroni cor-
rection, ie, the P–values less than .0167 (=.05/3) are con-
sidered statistically significant for comparison among three
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groups. Other plots for OS and PFS stratified by the existence
or presence of irAEs are given in Supplementary Figures A1
and A2, respectively. The calculated P–values for all cases are
given in the figures. In patients with NSCLC (Figure 1A), OS
with multi-system irAEs (median: NA (Not Applicable), 95%
CI: NA) tended to be longer than those with no irAE (median:
3.3 m, 95% CI: .0-8.3 m, P = .016). In patients with MM
(Figure 1C), OS with multi-system irAEs (median: 12.8 m,
95% CI: 10.3-15.3 m) tended to be longer than those with no
irAE (median: 4.8 m, 95% CI: 1.0-8.7 m, P = .016). For PFS,
we found similar results to those for OS. Among patients with
NSCLC (Figure 2B), those without irAEs had a shorter PFS
(median: 2.1 m, 95% CI: .7-3.4 m) than those with a single

irAE (median: 9.0 m, 95% CI: 3.4-14.7 m, P = .001), or with
multi-system irAEs (median: 11.8 m, 95% CI: 4.8-18.8 m, P <
.001). In patients with GC and MM, similar profiles were
obtained but not statistically significant.

Covariate Analysis for OS and PFS by Cox Regression

Table 2 summarizes the results of the Cox regression analysis
for OS. Some variables, including the number of metastatic
sites, liver metastasis, PS, some laboratory test values, and
cancer type, were significant in the univariate analysis. The
results by the multivariate analysis suggested that the co-
variate significantly associated with longer OS (ie, hazard ratio

Table 1. Patient Characteristics.

All cancers
n = 200

NSCLC
n = 50

Gastric cancer
n = 43

Melanoma
n = 38

Age (years, mean ± SD) 66.9 ± 10.4 66.0 ± 8.7 70.2 ± 9.3 66.5 ± 12.3
Sex Male/Female 127 (63.5)/73 (36.5) 34 (68.0)/16 (32.0) 25 (58.1)/18 (41.9) 21 (55.3)/17 (44.7)
ECOG PS 0/1/2/3 107 (53.5)/60 (30.0)/

25 (12.5)/8 (4.0)
18 (36.0)/21 (42.0)/7

(14.0)/4 (8.0)
17 (39.5)/18

(41.9)/8 (18.6)/0
(.0)

23 (60.5)/7 (18.4)/6
(15.8)/2 (5.3)

BMI <18.5 47 (23.5) 10 (20.0) 19 (44.2) 4 (10.5)
≥18.5, <25 113 (56.5) 30 (60.0) 22 (51.2) 21 (55.3)
≥25 40 (20.0) 10 (20.0) 2 (4.7) 13 (34.2)

Metastasis site Brain/lung/liver/
bone

22 (11.0)/86 (43.0)/
61 (30.5)/43 (21.5)

13 (26.0)/20 (40.0)/
10 (20.0)/14 (28.0)

0 (.0)/5 (11.6)/18
(41.9)/3 (7.0)

7 (18.4)/23 (60.5)/19
(50.0)/11 (28.9)

Therapy Nivolumab 115 (57.5) 8 (16.0) 43 (100) 25 (65.8)
Pembrolizumab 46 (23.0) 28 (.56) 0 (.0) 1 (2.6)
Atezolizumab 18 (9.0) 7 (14.0) 0 (.0) 0 (.0)
Durvalumab 7 (3.5) 7 (14.0) 0 (.0) 0 (.0)
Ipilimumab 11 (5.5) 0 (.0) 0 (.0) 11 (28.9)
Nivolumab plus
ipilimumab

3 (1.5) 0 (.0) 0 (.0) 1 (2.6)

Number of prior
chemotherapy regimens

<2/≥3 105 (52.5)/95 (47.5) 33 (66.0)/17 (34.0) 1 (2.3)/42 (97.7) 32 (84.2)/6 (15.8)

PD-L1 expression 0-49%/50% or more 24 (12.0)/13 (6.5) 20 (40.0)/13 (26.0) 0 (.0)/0 (.0) 0 (.0)/0 (.0)
Unknown 163 (81.5) 17 (34.0) 43 (100) 38 (100)

Baseline corticosteroids Yes/no 5 (2.5)/195 (97.5) 0 (.0)/50 (100) 0 (.0)/43 (100) 5 (13.2)/33 (86.8)
Smoking status Yes/no/unknown 139 (69.5)/60 (30.0)/

1 (.5)
42 (84.0)/8 (16.0)/0

(.0)
27 (62.8)/16
(37.2)/0 (.0)

19 (50.0)/18 (47.4)/1
(2.6)

History of pneumonia Yes/no 7 (3.5)/193 (96.5) 2 (4.0)/48 (96.0) 1 (2.3)/42 (97.7) 3 (7.9)/35 (92.1)
History of autoimmune

disease
Yes/no 27 (13.5)/173 (86.5) 1 (2.0)/49 (98.0) 5 (11.6)/38 (88.4) 7 (18.4)/31 (81.6)

Baseline ANC (mean ± SD) 4.51 ± 3.18* 5.06 ± 4.41** 4.01 ± 3.08 4.87 ± 2.30
Baseline ALC (mean ± SD) 1.32 ± .58* 1.33 ± .59*** 1.36 ± .57 1.60 ± .65
Baseline PLT (mean ± SD) 260 ± 126* 281 ± 123*** 209 ± 109 297 ± 116
Baseline CRP <1.0/≥1.0/Unknown 121 (60.5)/75 (37.5)/

4 (2.0)
23 (46.0)/26 (52.0)/1

(2.0)
30 (69.8)/13
(30.2)/0 (.0)

27 (71.1)/9 (23.7)/2
(5.3)

Baseline ALB <3.5/≥3.5/Unknown 86 (43.0)/108 (54.0)/
6 (3.0)

21 (42.0)/27 (54.0)/2
(4.0)

29 (67.4)/14
(32.6)/0 (.0)

9 (23.7)/26 (68.4)/3
(7.9)

Baseline LDH <400/≥ 400/
Unknown

172 (86.0)/23 (11.5)/
5 (2.5)

42 (84.0)/7 (14.0)/1
(2.0)

34 (79.1)/7 (16.3)/
2 (4.7)

32 (84.2)/6 (15.8)/0
(.0)

Total number of eligible patients was 200.
*n = 198, **n = 48, ***n = 49, because the baseline data were partly missing.
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[HR] <1.0) was baseline ALB (HR = .55, 95% CI: .37-.81, P =
.003 for ALB ≥3.5 g/dL), and the significant covariates as-
sociated with shorter OS (ie, HR > 1.0) were age (HR = 1.61,
95% CI: 1.05-2.45, P = .03 for age ≥75 years), number of
metastatic sites (HR = 1.25, 95% CI: 1.07-1.46, P = .005, for
one difference of the number), liver metastasis (HR = 1.77,
95% CI: 1.16-2.73, P = .01), PS (HR = 2.69, 95% CI: 1.68-
4.32, P < .001 for PS ≥ 2), and baseline LDH (HR = 5.05, 95%
CI: 2.87-8.88, P < .001 for LDH ≥400 IU/L).

Table 3 shows the results of the Cox regression analysis for
PFS. PFS data were available for 184 patients. Similar to OS,
liver metastasis, PS, and some laboratory test values were
significant in the univariate analysis. The results of the

multivariate analysis suggested that NSCLC was significantly
associated with a longer PFS (HR = .64, 95% CI: .43-.95, P =
.03), and the significant covariates associated with shorter PFS
were liver metastasis (HR = 1.61, 95% CI: 1.10-2.35, P = .01
with liver metastasis), PS (HR = 3.64, 95% CI: 2.31-5.72, P <
.001 for PS ≥ 2), and baseline LDH (HR = 3.44, 95% CI: 2.03-
5.83, P < .001 for LDH ≥400 IU/L).

Covariate Analysis for Occurrence of irAEs or
Multi-system irAEs by Logistic Regression

Table 4 shows the results of logistic regression analysis for
detecting affecting factors on occurrence of any irAEs (single

Figure 1. Kaplan–Meier curves for OS stratified by the number of irAEs (0, 1, or more [multi-system irAEs]) for patients with NSCLC
(a), GC (b), and MM (c), respectively.
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or multi-system) compared with the absence of irAEs. The
results of the multivariate analysis suggested that the signif-
icant risk factors (odds ratio [OR] >1.0) were age (OR = 3.55,
95% CI: 1.55-8.14, P = .003, for age ≥75 years), smoking
habit (OR = 2.75, 95% CI: 1.41-5.36, P = .003 for smoker),
and baseline ALB (OR = 2.47, 95%CI: 1.32-4.60, P = .004 for
ALB ≥3.5 g/dL).

Details of the irAE Characteristics

Table 5 presents detailed information on the irAEs, including
the grade, median days of onset, number of the cases with
long-term irAEs, and corticosteroid therapy, with the clinical

outcomes are given separately for each irAE. For major irAEs
that occurred in more than five cases, the data are also given
for each major type of cancer, such as NSCLC, GC, MM, and
other cancers. In total, 113 (56.5%) patients experienced any
irAE, and in all patients, the major irAEs were dermatitis
(23.8% of all irAEs [n = 193]), hepatitis (19.2%), and fever
(11.9%). The grades were mostly 1 or 2 in all irAEs. Multi-
system irAEs were observed in 46 (23.0%) patients, and the
irAEs with the grade ≥3 were observed in 37 (18.5%) patients
(data not shown). Fever and fatigue may not be necessarily
irAEs for their definitions, but in this study, we included them
in Table 5 in case the physicians diagnosed these symptoms as
irAEs.

Figure 2. Kaplan–Meier curves for PFS stratified by the number of irAEs (0, 1, or more [multi-system irAEs]) for patients with NSCLC
(a), GC (b), and MM (c), respectively.
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Table 2. Univariate and Multivariate Analyses of OS With Cox Regression Models.

Covariates (n for univariate analysis*)

Univariate analysis (n = 200) Multivariate analysis (n = 191)

HR 95% CI P-value HR 95% CI P-value

Gender (female (73) vs male (127)) 1.13 .79-1.62 .50 — — —

Age (≥75 (44) vs <75 (156)) 1.38 .92-2.06 .12 1.61 1.05-2.45 .03
Smoking (yes (139) vs no (60)) .85 .58-1.23 .38 — — —

BMI (≥18.5 (153) vs <18.5 (47)) .69 .47-1.02 .07 — — —

Number of metastatic sites 1.34 1.18-1.52 <.001 1.25 1.07-1.46 .005
Metastasis
Brain (with (22) vs without (178)) 1.41 .86-2.33 .18 — — —

Lung (with (86) vs without (114)) 1.12 .79-1.59 .52 — — —

Liver (with (61) vs without (139)) 2.05 1.45-2.92 <.001 1.77 1.16-2.73 .01
PS (≥2 (33) vs <2 (167)) 3.42 2.26-5.17 <.001 2.69 1.68-4.32 <.001
Therapy line (≥3 (95) vs <3 (105)) 1.17 .83-1.65 .38 — — —

Baseline ANC (198) 1.06 1.02-1.11 .004 — — —

Baseline ALC (198) .67 .48-.92 .01 — — —

Baseline PLT (198) 1.00 1.00-1.00 .15 — — —

Baseline ALB (≥3.5 (108) vs <3.5 (86)) .46 .33-.66 <.001 .55 .37-.81 .003
Baseline CRP (≥1.0 (75) vs <1.0 (121)) 2.04 1.43-2.91 <.001 — — —

Baseline LDH (≥400 vs <400) (195) 7.22 4.46-11.69 <.001 5.05 2.87-8.88 <.001
NSCLC (vs others) (50) .76 .50-1.15 .19 — — —

Gastric cancer (vs others) (43) 1.68 1.12-2.52 .01 — — —

Melanoma (vs others) (38) 1.66 1.13-2.43 .01 — — —

HR: hazard ratio, 95% CI: 95% confidence interval, P-value: P-value by regression analysis. *Sums of n are not necessarily 200 because of missing data.

Table 3. Univariate and Multivariate Analyses of PFS With Cox Regression Models.

Covariates (n for univariate analysis*)

Univariate analysis (n = 184) Multivariate analysis (n = 179)

HR 95% CI P-value HR 95% CI P-value

Gender (female (65) vs male (119)) 1.10 .79-1.54 .58 — — —

Age (≥75 (37) vs <75 (147)) 1.11 .75-1.66 .59 — — —

Smoking (Yes (128) vs No (55)) .72 .51-1.02 .06 — — —

BMI (≥18.5 (140) vs <18.5 (44)) .61 .42-.88 .01 — — —

Number of metastatic sites 1.24 1.09-1.41 <.001 — — —

Metastasis
Brain (with (19) vs without (165)) 1.12 .67-1.89 .66 — — —

Lung (with (74) vs without (110)) .96 .69-1.33 .81 — — —

Liver (with (57) vs without (127)) 1.98 1.42-2.77 <.001 1.61 1.10-2.35 .01
PS (≥2 (29) vs <2 (155)) 3.67 2.41-5.59 <.001 3.64 2.31-5.72 <.001
Therapy line (≥3 (92) vs <3 (92)) 1.14 .83-1.57 .42 — — —

Baseline ANC (182) 1.02 .98-1.07 .28 — — —

Baseline ALC (182) .74 .55-.99 .04 — — —

Baseline PLT (182) 1.00 1.00-1.00 .39 — — —

Baseline ALB (≥3.5 (100) vs <3.5 (79)) .63 .45-.87 .01 — — —

Baseline CRP (≥1.0 (69) vs <1.0 (111)) 1.41 1.01-1.96 .04 — — —

Baseline LDH (≥400 (21) vs <400 (158)) 3.88 2.42-6.21 <.001 3.44 2.03-5.83 <.001
NSCLC (vs others) (n = 48) .70 .48-1.01 .06 .64 .43-.95 .03
Gastric cancer (vs others) (n = 41) 1.73 1.19-2.50 .004 — — —

Melanoma (vs others) (n = 30) 1.69 1.12-2.56 .01 — — —

HR: Hazard ratio, 95% CI: 95% confidence interval, P-value: P-value by regression analysis. *Sums of n are not necessarily 200 because of missing data.
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The median days of onset ranged widely among the irAEs
(from 2 to 835 days). Fever was observed on median day 2, and
major irAEs such as dermatitis and hepatitis occurred on median
days 42 and 34, respectively. There were 46 cases (46/193 =
23.8%) in 35 patients (35/113 = 31.0%) treated with irAEs that
continued formore than 12weeks (long-term irAEs) after the end
of ICI therapy. In particular, patients with thyroiditis (8 long-term
irAEs within 13 all irAEs, 8/13 = 61.5%) and hypoadrenocor-
ticism (3 long-term irAEs within 7 all irAEs, 3/7 = 42.9%)
showed a relatively higher rate of long-term irAEs. Thirty-five
patients (17.5%) used steroids (including hydrocortisone) to treat
irAEs. In terms of clinical outcome, some of the irAEs showed
equally or more frequently showed “refractory” rather than
“improved” and “resolved” for example, in the case of pneu-
monitis, thyroiditis, hyperadrenocorticism, and nervous system.
One case each of hepatitis and gastrointestinal disorders was
reported to have a causal relationship with death.

Supplementary Figures 3A and 4A show the OS profiles in
patients with major irAEs such as dermatitis (Supplementary
Figure 3A) and hepatitis (Supplementary Figure 4A) for
NSCLC, GC and MM. OS in patients with irAEs tended to be
longer but no clear conclusion was obtained due to small
numbers of data.

Discussion

In our previous retrospective study among patients with
NSCLC,31 we examined the possible factors affecting the

efficacy and safety of nivolumab. We found that the ECOG PS
before ICI therapy was associated with OS and that history of
interstitial pneumonia was associated with nivolumab-related
pneumonitis. We also found that a decreased albumin level
during nivolumab treatment might be associated with disease
progression and nivolumab-related pneumonitis. Our previous
study was limited to cases of NSCLC receiving nivolumab,
and thus, other possible factors that might be associated with
OS, PFS and irAEs, in patients with various types of tumors
including NSCLC and under ICIs therapies other than ni-
volumab should be examined.

For this purpose, we conducted this retrospective study in a
single hospital and collected the data in patients treated with
five ICIs, with major cancers of NSCLC, GC, and MM.
Kaplan–Meier plots suggested that, although not necessarily
significant, OS and PFS tended to be larger in patients with
any irAEs with NSCLC, GC, or MM. These results coincide
with the findings of some other studies19,30 that the occurrence
of irAEs was associated with the efficacy of ICIs in terms of
OS or PFS. We did not precisely examine the effect of the
grade of irAEs on OS or PFS because a report32 suggested no
effects of the grade, and the number patients with each irAEs
grade for each cancer was not enough large for statistical
consideration as given in Table 5. Instead, we summarized the
individual data regarding irAEs grade and clinical outcomes in
Table 5. The NSCLC is a major cancer treated with ICIs and
the relationship between the efficacy and irAE occurrences
were reported. In a previous report,32 OS and PFS were longer

Table 4. Univariate and Multivariate Analyses for irAE (Existence of irAEs vs Absence) With Binary Logistic Regression Analysis.

Covariates (n for univariate analysis*)

Univariate analysis (n = 200) Multivariate analysis (n = 194)

OR 95% CI P-value OR 95% CI P-value

Gender (female (73) vs male (127)) .63 .35-1.13 .12 — — —

Age (≥75 (44) vs <75 (156)) 2.70 1.25-5.84 .01 3.55 1.55-8.14 .003
Smoking (yes (139) vs no (60)) 2.31 1.25-4.29 .01 2.75 1.41-5.36 .003
BMI (≥18.5 (153) vs <18.5 (47)) 1.66 .86-3.21 .13 — — —

Number of metastatic sites .83 .67-1.04 .11 — — —

Metastasis
Brain (with (22) vs without (178)) .76 .31-1.85 .55 — — —

Lung (with (86) vs without (114)) 1.54 .86-2.74 .15 — — —

Liver (with (61) vs without (139)) .51 .28-.94 .03 — — —

PS (≥2 (33) vs <2 (167)) .36 .16-.76 .01 — — —

Therapy line (≥3 (95) vs <3 (105)) .58 .33-1.03 .06 — — —

Baseline ANC (198) .99 .90-1.08 .74 — — —

Baseline ALC (198) 1.32 .80-2.18 .28 — — —

Baseline PLT (198) 1.00 1.00-1.00 .59 — — —

Baseline ALB (≥3.5 (108) vs <3.5 (86)) 2.18 1.21-3.91 .01 2.47 1.32-4.60 .004
Baseline CRP (≥1.0 (75) vs <1.0 (121)) .75 .42-1.35 .34 — — —

Baseline LDH (≥400 (23) vs <400 (172)) .46 .19-1.10 .08 — — —

NSCLC (vs others) (50) 1.54 .78-3.03 .21 — — —

Gastric cancer (vs others) (43) .48 .24-.95 .04 — — —

Melanoma (vs others) (38) .87 .43-1.79 .72 — — —

OR: odds ratio, 95% CI: 95% confidence interval, P-value: P-value by regression analysis. *Sums of n are not necessarily 200 because of missing data.
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in patients with irAEs than those without irAEs. It was also
shown that OS and PFS were longer with multi-system irAEs
than with single irAE. The similar trend was obtained in our
study and we could confirm the relationship in our patients. In
a previous report of hepatocellular, colorectal, GC etc.,37 no
clear efficacy difference was found between patients with
single irAE and multi-system irAEs. For MM, a review article
noted that the association between irAEs and the efficacy were
with mixed results.38 Regarding GC and MM in the present
study, OS and PFS tended to be longer in patients with irAEs
than without irAEs, although no clear difference was found
between patients with single and multi-system irAEs.

According to the results of the Cox regression analysis, the
significant covariate for longer OS was baseline ALB ≥3.5 g/
dL. For shorter OS, age (≥75 years), number of metastatic
sites, liver metastasis, PS ≥ 2, and baseline LDH (≥400 IU/L)
were significant (Table 2). For PFS, the significant covariates
for shorter PFS were BMI, number of metastatic sites, liver
metastasis, PS ≥ 2, and baseline LDH ≥400 IU/L (Table 3).
These results are generally acceptable in that patients with a
more severe stage of cancer tend to show a shorter OS or PFS.
The results of the logistic regression analysis showed that age
(≥75 years), smoking, and baseline ALB (≥3.5 g/dL) were
associated with the occurrence of irAEs (Table 4).

The result of baseline ALB suggests that patients with
higher efficacy more likely have irAEs, because higher
baseline ALB was associated with longer OS in Table 2.
Regarding age, no effect of age on irAEs were shown inn some
previous studies.39-42 This may due to insufficient data for the
frequency and severity of irAE in the elderly as large-scale
clinical trials had not been conducted in the elderly.43 A post-
marketing surveillance of nivolumab in NSCLC showed that
smoking history was associated with higher risks of pneu-
monitis and hepatitis.44 In our present study, a high incidence
of pneumonitis and hepatitis with Grade 3 or higher was
observed (5 patients with ≥ Grade 3 pneumonitis; 15 patients
with ≥ Grade 3 hepatitis including 1 death). As the number of
patients was small in this study, we could not clearly specify
risk factors for irAEs, patients with higher ALB, elderly and
smoking history might be careful of developing irAEs when
starting ICI therapy.

A limitation of the regression analysis was that we did not
separately examine the effect of cancer types because the
number of patients in each group became small for reliable
regression results.

In this study (Table 5), pneumonitis occurred most fre-
quently in NSCLC (10 of 16 cases) as compared with other
cancer types, and the same findings were reported
previously.45,46 Thyroiditis seems to have occurred often (in 6
of 13 patients). Long-term irAEs generally occurred less
frequently in patients with GC (zero cases in most irAEs)
compared with NSCLC and MM. Such precise information
regarding irAEs by ICIs are valuable for individual phar-
macotherapeutic care using ICIs by especially carefully
monitoring patients with irAEs who have a long-term irAE

and a higher rate of “refractory” as given in Table 5. In some
previous studies, higher grade of irAEs occurred in about 50%
of patients received a combination of anti-PD-1 and anti-
CTLA-4 antibodies, but in 10-15% of patients with ICI
monotherapy. In this study, most of the irAE grade were 1 or 2
probably, this was becausemost of the patients (n = 175, 87.5%)
were treated with ICI alone and irAEs were generally mild.

We examined the relationship of dermatitis and hepatitis
with OS (Supplementary Figures A3 and A4). It was reported
that patients with dermatitis showed prolonged OS in patients
with MM.47 In case of NSCLC and GC, there are few reports
on the relationships. For hepatitis, discontinuation of ICI due
to hospitalization by hepatitis was reported,48 and discon-
tinuation of ICI may affect prognosis.49-51 In the present study,
there were some patients with hepatitis including patients with
3 or higher grade (15/37), but no clear difference of OS was
found. Further investigation of the impact of ICI discontin-
uation on prognosis is necessary.

In the present study, based on the data in a single hospital,
we examined the effect of the ‘numbers’ of irAEs on efficacy
for 3 major cancers. We also followed up of irAEs after ICIs
treatment has ended (as shown in Table 5) which few studies
have ever examined. The finding of this study would be useful
for ICI use more safely and effectively.

This study has some limitations. First, clinical outcomes
were classified into four categories (improved, relieved, re-
fractory, and death) using our own method defined by grading
changes, and this is not necessarily an established evaluation
method. Second, this was a retrospective observational study
that used medical records from a single clinical site and the
sample size may not be enough for reliable statistical results in
this study, therefore the generality of the results is not ensured
and the findings of this study should be confirmed in a larger
sample size study. We examined the relationships between the
types of irAEs and prognosis impact only the limited cases of
irAEs because of small sample size.

Conclusion

We examined the efficacy in terms of OS and PFS and their
association with the occurrence of some irAEs during ICIs
therapy in patients with NSCLC, GC or MM in our hospital
and we found patients with irAEs tended to have better OS or
PFS, although the number of patients were limited. We
suggest ICIs should be used appropriately by continuously
monitoring irAEs.
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