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Abstract
Although nivolumab shows survival bene�ts for patients with advanced gastric cancer (AGC), predictive
biomarkers for nivolumab treatment in AGC remain unclear, especially in the case of peritoneal
metastases. Therefore, this study investigated the clinical signi�cance of the prognostic nutrition index
(PNI), re�ecting the host nutritional status and immunity, in AGC patients undergoing nivolumab
monotherapy. This study retrospectively analyzed 53 AGC patients who received nivolumab between
October 2017 and February 2021. Among them, 35 patients with peritoneal metastases were reviewed to
investigate the relationship between the PNI and oncological outcomes. The PNI was calculated as 10 ×
serum albumin level (g/dl) + 0.005× total lymphocyte count (per mm3) at the �rst administration of
nivolumab. With a median follow-up duration of 2.0 (0.3 − 13.5) months, the median overall survival (OS)
was 2.0 months. The overall response and disease-control rates were 0.0% and 20.0%, respectively.
Among the 35 patients, 13 patients were identi�ed as a high-PNI group. In the univariate analysis, the
high-PNI group showed a signi�cantly longer PFS and OS than the low-PNI group. In the multivariate
analysis, the high-PNI was independently associated with a longer PFS (p = 0.021) and OS (p = 0.022).

The PNI can be useful for predicting PFS and OS in AGC patients with peritoneal metastases. However,
further studies are required to validate these results in AGC and new strategies are needed to improve the
outcome for AGC patients with peritoneal metastases.

Introduction
Despite improved outcomes for advanced gastric cancer (AGC) via the introduction of several effective
combination chemotherapies and identi�cation of immune checkpoint inhibitors (ICIs), distant
metastases remain frequent and are associated with a dismal prognosis, where peritoneal implantation is
the most common metastatic site, with an incidence of 53.5% [1, 2]. Since peritoneal metastases exhibit
aggressive behavior and biological resistance to chemotherapy, the treatment of patients with peritoneal
metastases is rarely successful with only a 2% �ve-year survival rate [3]. Thus, novel approaches are
needed to overcome the limitation of conventional cytotoxic chemotherapy for AGC patients with
peritoneal metastases.

ICIs are already recognized standard treatment for patients with recurrent or metastatic AGC [4]. For
example, a phase III (ATTRACTION-2) trial that compared nivolumab targeting the programmed cell death
protein-1 (PD-1) with a placebo in 493 Asian patients showed a survival bene�t in third- or later line
treatment [5]. Moreover, a recent global phase III (CheckMate 649) trial found that nivolumab in
combination with chemotherapy was the �rst PD-1 inhibitor to demonstrate superior overall survival (OS)
and progression-free survival (PFS) as a �rst-line treatment [6]. Plus, a phase II/III (ATTRACTION-4) trial
conducted in Asia reported a signi�cantly improved PFS [7]. Notwithstanding, subgroup analyses of these
data show disappointing results for peritoneal metastases, although there have been a few case reports
of successful treatment when using nivolumab for AGC with peritoneal metastases [8]. Yet, the effects of
ICIs seem to vary depending on the tumor biology, with various clinical factors also in�uencing the



Page 3/11

response to ICIs [4]. Thus, evaluating the clinical features and treatment outcomes for peritoneal
metastases treated with nivolumab may help to provide more effective therapeutic strategies for AGC
patients.

The prognostic nutrition index (PNI) is calculated based on the serum albumin level and peripheral blood
lymphocyte count and was originally developed to predict the risk of postoperative complications mainly
in surgical patients by assessing the preoperative nutritional status [9]. Notably, the total lymphocyte
count can have a favorable impact on the tumor inhibiting effects of ICIs and be used as an index for
evaluating the host immunity and response to ICIs [10]. Meanwhile, the serum albumin level can re�ect
the host immunologic status in AGC patients with peritoneal metastases, where cancer progression in the
diminished the oral intake, leading to downregulation of the nutritional status of the patient [11]. Thus,
there is increasing evidence that the PNI can be an effective prognostic marker, as well as a predictive
indicator related to ICIs for various solid tumors [12–14]. Accordingly, this study investigated the clinical
signi�cance of the PNI for predicting the therapeutic effects of nivolumab in AGC with peritoneal
metastases.

Methods
Study design and patients

This study retrospectively examined the medical records of all patients with unresectable advanced or
recurrent gastric cancer who received nivolumab treatment at Kyungpook National University Chilgok
Hospital (KNUCH) between October 2017 and February 2021. The clinical parameters, such as age, sex,
performance status, histology, number of organs with metastases, and laboratory �ndings at the time of
the �rst nivolumab administration were reviewed from the hospital database. Nivolumab was
administered by intravenous infusion at a dose of 3mg/kg every 2 weeks until disease progression or
unacceptable toxicity. The study was approved by the Institutional Review Board of KNUCH.

De�nition of PNI

The PNI was calculated as 10 × serum albumin level (g/dl) + 0.005× total lymphocyte count (per mm3) at
the �rst administration of nivolumab. The patients were classi�ed as either low (< 40) or high (≥ 40) as
the reference [15].

Statistical analysis
PFS was measured from the time of commencing treatment to disease progression or death. OS was
estimated from the date of diagnosis to death from any cause. The tumor response was evaluated
according to the response evaluation criteria in solid tumors (RECIST) version 1.1. The survival analysis
used the Kaplan–Meier method with a log-rank test. A multivariate analysis was performed using
variables with a value of p < 0.1 in a univariate analysis using Cox’s proportional hazards model to derive
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a potentially suitable set of predictors. Two-sided p-values of < 0.05 were considered signi�cant. The
statistical analyses were performed using SPSS software version18.0 (SPSS, Inc., Chicago, IL, USA).

Results
Patients

A total of 35 patients with peritoneal metastases were analyzed and their characteristics are summarized
in Table I. The median age was 54.5 years (range = 25–71 years) and 54.2% were male. Most of the
patients had an ECOG performance status of 2 (54.2%). The histologic differentiations were as follows:
well differentiated (n = 3, 8.6%), moderately differentiated (n = 4, 11.4%) and poorly differentiated (n = 6,
17.1%). The liver (n = 7, 20.0%), lung (n = 7, 20.0%) and distant lymph nodes (n = 16, 45.7%) were the most
common sites of metastases. Before chemotherapy, 9 (25.7%) patients underwent curative surgical
resection, and 10 (28.6%) underwent palliative surgical resection. Among the 35 patients, 22 and 13
patients were classi�ed in the low-PNI and high-PNI group, respectively.

Response and survival outcomes for nivolumab

No patient exhibited a complete response or partial response. 7 patients showed stable disease, giving a
disease control rate of 20.0%. At the last follow-up, the median follow-up duration was 2.0 (0.-13.5)
months. During the analyses, 31 (88.6%) patients experienced recurrence and 33 (94.3%) patients died.
The median PFS was 1.1 months and the median OS was 2.0 months (Fig. 1A and 1B).

Relationship between PNI and survival outcome

In the univariate analysis, the high-PNI group showed a signi�cantly longer PFS and OS than the low-PNI
group (Fig. 2). In the multivariate analysis using a Cox proportional hazard model adjusted for age,
histologic differentiation, and ECOG, the high-PNI group was independently associated with a longer PFS
(Hazard ratio = 0.366, 95% con�dence interval (CI) = 0.155–0.861, p = 0.021) and OS (Hazard ratio = 
0.349, 95% CI = 0.142–0.860, p = 0.022) (Table 2).
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Table 1
Baseline patient characteristics

Characteristic Total (n = 35)

n (%)

Age, years  

Median (Range) 54.5 (25.0–71.0)

Gender  

Male 19 (54.2)

Female 16 (45.7)

ECOG performance status  

0 or 1 15 (42.9)

2 19 (54.2)

3 1 (2.9)

Histologic differentiation  

Well differentiated 3 (8.6)

Moderate differentiated 4 (11.4)

Poorly differentiated 6 (17.1)

Poorly cohesive carcinoma 15 (42.9)

Mixed type 7 (20.0)

Treatment before nivolumab  

0 1 (2.9)

1 0 (0.0)

2 18 (51.4)

3 16 (45.7)

Number of metastases  

1 1 (2.9)

2 10 (28.6)

≥3 24 (68.6)

Previous history of surgical resection  

Curative 9 (25.7)
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Characteristic Total (n = 35)

n (%)

Palliative 10 (28.6)

Not done 16 (45.7)

Table 2
Multivariate analyses for progression-free survival and overall survival

Variables Category Progression-free survival Overall survival

p-
value

HR 95% CI p-
value

HR 95% CI

Age, years ≥ 55 vs. <55 0.524 1.287 0.592–
2.794

0.875 1.062 0.502–
2.244

Histologic
differentiation

WD & MD vs. PD &
others

0.775 0.872 0.340–
2.235

0.156 0.486 0.180–
1.316

ECOG PS ≥ 2 vs. <2 0.075 2.136 0.927–
4.922

0.140 1.885 0.812–
4.379

PNI ≥ 40 vs. <40 0.021 0.366 0.155–
0.861

0.022 0.349 0.142–
0.860

Nivolumab cycle ≥ 3 vs. <3 0.012 0.312 0.126–
0.776

0.001< 0.081 0.023–
0.285

WD: well differentiated; MD: moderate differentiated; PD: poorly differentiated;

ECOG PS: Eastern Cooperative Oncology Group Performance Status; PNI: Prognostic Nutrition Index.

Discussion
The clinical signi�cance of the PNI was investigated in 35 patients with metastatic AGC who underwent
nivolumab mostly as second- or third-line therapy. As a result, the PNI was identi�ed as an independent
predictive factor of PFS and OS, suggesting that the PNI may be a useful biomarker to predict the
response to ICIs in AGC patients with peritoneal metastases.

The molecular mechanisms by which AGC undergoes peritoneal metastases are not completely clear and
considered as a multistep process, including the detachment of cancer cells from the primary tumor,
survival in the free abdominal cavity, attachment to the distant peritoneum, invasion into the
subperitoneal space and proliferation with angiogenesis [16]. In particular, various molecules, such as E-
cadherin, chemokines, growth factor receptors/ligands, immune cells, and extracellular matrix, broadly
contribute during the invasion of the gastric wall and migration of the cancer cells [17]. These factors all
play an essential role in the progression and chemoresistance of peritoneal metastases [18]. Although
recent studies of AGC patients with peritoneal metastases have attempted to demonstrate improved
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survival with systemic chemotherapy and hyperthermic intraperitoneal chemotherapy
(HIPEC)/peritonectomy, the long-term outcomes remain dismal [19]. In the present study, peritoneal
metastases showed poor outcomes even after treatment with nivolumab, as consistent with previous
study results. Subgroup analyses of the ATTRACTION-2 trial found no signi�cant bene�t from nivolumab
in patients with peritoneal metastases. Similarly, Aarnink et al. reported that ICIs used in non-small cell
lung cancer (NSCLC) patients with peritoneal metastasis were associated with poor PFS and OS [20].
Recent studies also showed that diffuse and signet ring cell histologies had poor outcomes with
nivolumab treatment, indicating that these types seemingly promote AGC cell migration, invasion, and
enhanced peritoneal metastases [6, 21–23]. Therefore, since these �ndings and the current results
suggest that peritoneal metastases have a relatively limited response to ICIs, the role of ICIs in AGC with
peritoneal metastases requires further clari�cation.

Recent research has been focused on identifying robust predictive biomarkers for AGC treated with ICIs.
The PNI, �rst reported by Onodera et al., is a well-known in�ammatory prognostic marker for several solid
tumors [24]. The PNI includes the serum lymphocyte and albumin levels. There is increasing evidence
that the lymphocyte ratio can be an effective predictive indicator related to ICIs for various solid tumors,
having a favorable effect on their tumor inhibiting properties [4]. Moreover, albumin is an acute-phase
protein and decreases in response to in�ammation [25]. Thus, low levels of albumin may re�ect cancer-
induced malnutrition and have a negative impact on prognosis. Therefore, indicating a poor diet in the
case of AGC with peritoneal metastases, these factors may help to determine the predictive value of ICIs
including nivolumab in these patients. Several studies covering a variety of cancers: gastric cancer,
colorectal cancer, NSCLC, and genitourinary cancer treated with ICIs found that a low PNI resulted in
worse OS and PFS across various types of malignancies, which is consistent with the current study
results [9, 12, 26, 27]. Plus, another recent study showed a statistically signi�cant outcome with a large
number of gastric cancer patients. Mohri et al. analyzed 365 CRC patients who underwent curative
resection, and reported that a PNI < 45 independently affected OS [9]. This particular parameter also has
several advantages for daily clinical practice: ready to use, easily measurable, repeatable, and relatively
economical to evaluate [4]. Thus, considering its recognized in�uence on host nutritional status,
immunity, and cancer, the PNI can be effectively used to predict the therapeutic effects of nivolumab in
AGC patients with peritoneal metastases.

In summary, the PNI can be useful for predicting PFS and OS in AGC patients with peritoneal metastases.
However, further studies are required to validate these results in AGC and new strategies are needed to
improve the outcome for AGC patients with peritoneal metastases.

Declarations
Funding The authors received no �nancial support for the research, authorship, and/or publication of this
article.

Con�ict of interest The authors declare no con�ict of interest.



Page 8/11

Availability of data and material The authors con�rm that the data supporting the �ndings of this study
are available within the article.

Code availability SPSS, Inc., Chicago, IL, USA

Author contributions All authors contributed equally to this manuscript’s study conception, design,
material preparation, data collection and analysis, reviewed and edited the manuscript, and read and

approved the �nal manuscript. 

Ethical approval The study protocols were approved by the institutional review boards and independent
ethics committees at participating study centers and were conducted in accordance with the Declaration
of Helsinki.

Consent to participate All patient included in the clinical trial have signed the consent form.

Consent for publication Not applicable.

References
1. Shah MA. Update on metastatic gastric and esophageal cancers. J Clin Oncol. 2015;33(16):1760–9.

2. Carter GC, Kaltenboeck A, Ivanova J, et al. Real-world treatment patterns among patients with
advanced gastric cancer in South Korea. Cancer Res Treat: o�cial journal of Korean Cancer
Association. 2017;49(3):578.

3. Yao X, Ajani JA, Song S. Molecular biology and immunology of gastric cancer peritoneal metastasis.
Transl. Gastroenterol. Hepatol. 2020;5.

4. Kang BW, Chau I. Current status and future potential of predictive biomarkers for immune checkpoint
inhibitors in gastric cancer. ESMO Open. 2020;5(4):e000791.

5. Chen L-T, Satoh T, Ryu M-H, et al. A phase 3 study of nivolumab in previously treated advanced
gastric or gastroesophageal junction cancer (ATTRACTION-2): 2-year update data. Gastric Cancer.
2020;23(3):510–9.

�. Janjigian YY, Shitara K, Moehler M, et al. First-line nivolumab plus chemotherapy versus
chemotherapy alone for advanced gastric, gastro-oesophageal junction, and oesophageal
adenocarcinoma (CheckMate 649): a randomised, open-label, phase 3 trial. The Lancet. 2021.

7. Boku N, Ryu M-H, Kato K, et al. Safety and e�cacy of nivolumab in combination with S-
1/capecitabine plus oxaliplatin in patients with previously untreated, unresectable, advanced, or
recurrent gastric/gastroesophageal junction cancer: interim results of a randomized, phase II trial
(ATTRACTION-4). Ann Oncol. 2019;30(2):250–8.

�. Tazawa H, Suzuki T, Komo T, et al. A Case of Advanced Gastric Cancer with Peritoneal Metastasis
Treated Successfully with Nivolumab. Case Rep Oncol. 2019;12(2):523–8.



Page 9/11

9. Mohri Y, Inoue Y, Tanaka K, et al. Prognostic nutritional index predicts postoperative outcome in
colorectal cancer. World J Surg. 2013;37(11):2688–92.

10. Wang J-B, Li P, Liu X-L, et al. An immune checkpoint score system for prognostic evaluation and
adjuvant chemotherapy selection in gastric cancer. Nat Commun. 2020;11(1):1–14.

11. Watanabe H, Yamada T, Komori K, et al. Effect of prognostic nutrition index in gastric or gastro-
oesophageal junction cancer patients undergoing nivolumab monotherapy. In Vivo. 2021;35(1):563–
9.

12. Shoji F, Takeoka H, Kozuma Y, et al. Pretreatment prognostic nutritional index as a novel biomarker in
non-small cell lung cancer patients treated with immune checkpoint inhibitors. Lung Cancer.
2019;136:45–51.

13. Ishiyama Y, Kondo T, Nemoto Y, et al. Predictive Impact of Prognostic Nutritional Index on
Pembrolizumab for Metastatic Urothelial Carcinoma Resistant to Platinum-based Chemotherapy.
Anticancer Res. 2021;41(3):1607–14.

14. Johannet P, Sawyers A, Qian Y, et al. Baseline prognostic nutritional index and changes in
pretreatment body mass index associate with immunotherapy response in patients with advanced
cancer. J. Immunother. Cancer. 2020;8(2).

15. Migita K, Takayama T, Saeki K, et al. The prognostic nutritional index predicts long-term outcomes of
gastric cancer patients independent of tumor stage. Ann Surg Oncol. 2013;20(8):2647–54.

1�. Kanda M, Kodera Y. Molecular mechanisms of peritoneal dissemination in gastric cancer. World J
Gastroenterol. 2016;22(30):6829.

17. Kusamura S, Baratti D, Zaffaroni N, et al. Pathophysiology and biology of peritoneal carcinomatosis.
World J Gastrointest Oncol. 2010;2(1):12.

1�. Watanabe M. Introduction to the special issue on reviews of gastric cancer metastasis and
treatment. J Cancer Metastasis Treat. 2018;4.

19. Hotopp T. HIPEC and CRS in peritoneal metastatic gastric cancer-who really bene�ts? Surg. Oncol.
2019;28:159–66.

20. Aarnink A, Fumet JD, Favier L, et al. Role of pleural and peritoneal metastasis in immune checkpoint
inhibitors e�cacy patients with non-small cell lung cancer: real-world data from a large cohort in
France. J Cancer Res Clin Oncol. 2020;146:2699–707.

21. Shitara K, Özgüroğlu M, Bang Y-J, et al. Pembrolizumab versus paclitaxel for previously treated,
advanced gastric or gastro-oesophageal junction cancer (KEYNOTE-061): a randomised, open-label,
controlled, phase 3 trial. The Lancet. 2018;392(10142):123–33.

22. Shitara K, Van Cutsem E, Bang Y-J, et al. E�cacy and safety of pembrolizumab or pembrolizumab
plus chemotherapy vs chemotherapy alone for patients with �rst-line, advanced gastric cancer: the
KEYNOTE-062 phase 3 randomized clinical trial. JAMA Oncol. 2020;6(10):1571–80.

23. Piessen G, Messager M, Leteurtre E, et al. Signet ring cell histology is an independent predictor of
poor prognosis in gastric adenocarcinoma regardless of tumoral clinical presentation. Ann Surg.
2009;250(6):878–87.



Page 10/11

24. Yamamoto T, Kawada K, Obama K. In�ammation-Related Biomarkers for the Prediction of Prognosis
in Colorectal Cancer Patients. Int J Mol Sci. 2021;22(15):8002.

25. Namikawa T, Yokota K, Tanioka N, et al. Systemic in�ammatory response and nutritional biomarkers
as predictors of nivolumab e�cacy for gastric cancer. Surg Today. 2020;50(11):1486–95.

2�. Shibutani M, Maeda K, Nagahara H, et al. The prognostic signi�cance of the postoperative
prognostic nutritional index in patients with colorectal cancer. BMC Cancer. 2015;15(1):1–10.

27. Yu J, Hong B, Park J-Y, et al. Impact of prognostic nutritional index on postoperative pulmonary
complications in radical cystectomy: a propensity score-matched analysis. Ann Surg Oncol.
2021;28(3):1859–69.

Figures

Figure 1

a,b Kaplan-Meier survival curves for progression-free survival (PFS) and overall survival (OS) of 35
patients according to peritoneal metastasis.
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Figure 2

a,b Kaplan-Meier survival curves for progression-free survival (PFS) and overall survival (OS) of 35
patients according to PNI.


