N\

DD Current Oncology

Systematic Review

Risk Factors of Immune-Mediated Hepatotoxicity Induced by
Immune Checkpoint Inhibitors in Cancer Patients: A Systematic
Review and Meta-Analysis

Ying Jiang '*, Ranyi Li ¥, Xiaoyu Li "** and Ningping Zhang 2-*#

check for
updates

Citation: Jiang, Y.; Li, R.; Li, X.; Zhang,
N. Risk Factors of Immune-Mediated
Hepatotoxicity Induced by Immune
Checkpoint Inhibitors in Cancer
Patients: A Systematic Review and
Meta-Analysis. Curr. Oncol. 2024, 31,
7129-7143. https://doi.org/10.3390/
curroncol31110525

Received: 25 September 2024
Revised: 27 October 2024
Accepted: 9 November 2024
Published: 13 November 2024

Copyright: © 2024 by the authors.
Licensee MDPI, Basel, Switzerland.
This article is an open access article
distributed under the terms and
conditions of the Creative Commons
Attribution (CC BY) license (https://
creativecommons.org/licenses /by /
4.0/).

Department of Pharmacy, Zhongshan Hospital Fudan University, Shanghai 200032, China;
jlang.ying5@zs-hospital.sh.cn (Y.].); li.ranyi@zs-hospital.sh.cn (R.L.)

Department of Gastroenterology, Zhongshan Hospital Fudan University, Shanghai 200032, China

*  Correspondence: li.xiaoyu@zs-hospital.sh.cn (X.L.); zhang.ningping@zs-hospital.sh.cn (N.Z.);

Tel.: +86-021-64041990-695063 (X.L.); +86-021-64041990-612338 (N.Z.); Fax: +86-021-64041990-631767 (X.L.)
These authors contributed equally to this work.

+ These authors contributed equally to this work.

Abstract: Immune checkpoint inhibitors (ICIs) significantly improve survival, while immune-
mediated hepatotoxicity (IMH) has been reported. To evaluate the incidence and potential risk
factors of IMH among cancer patients treated by ICIs, PubMed /Medline, Web of Science, Cochrane,
and Embase were searched before 30 March 2024 for systematic review and meta-analysis. Odds
ratios (ORs) with 95% confidence intervals (CI) were calculated. Quality assessment was completed
using the Newcastle-Ottawa scale. Of 1217 articles identified, 24 consisting of 9076 patients were
included, with one study being prospective and the rest retrospective. The overall incidence of any
grade IMH and grade >3 secondary to ICIs was 14% and 7%, respectively. The cholestatic pattern
was more prevalent than the hepatocellular and mixed patterns. The meta-analysis revealed that
ICI treatment was related to reduced risk of IMH in older patients (SMD: —0.18; 95% CI: —0.33 to
—0.04), individuals with higher body mass index (WMD: —2.15; 95% CI: —3.92 to —0.38), males (OR:
0.44; 95% CI: 0.27 to 0.72), and patients with lung cancer (OR: 0.58, 95%CI 0.41 to 0.83). On the other
hand, patients with liver metastasis (OR: 1.80; 95% CI: 1.47 to 2.20), history of ICI treatment (OR: 3.09;
95% CI: 1.21 to 7.89), diabetes (OR: 2.19; 95% CI: 1.36 to 3.51), chronic HBV (OR: 3.06; 95% CI: 1.11 to
8.46), and concomitant use of ICIs (OR: 8.73; 95% CI: 2.41 to 31.59) increased the risk of developing
IMH. This study will provide clinicians with information on potentially high-risk groups for IMH,
who need to be cautiously monitored for liver function when receiving immunotherapy.
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1. Introduction

Immune checkpoint inhibitors (ICIs) are monoclonal antibodies that possess anti-
cancer properties by blocking the binding of intrinsic regulators on the surface of T cells.
Specifically, they target the anti-programmed death receptor 1 (PD-1) and the cytotoxic T-
lymphocyte-associated antigen 4 (CTLA-4), preventing their interaction with their ligands,
PD-L1/PD-L2 and CD80/CDS86, respectively. This blockade restores T-cell activation and
revitalizes T-cell-mediated tumor cell surveillance and destruction [1]. ICIs have emerged
as the major anticancer regimens in addition to surgery, chemotherapy, radiotherapy, and
small-molecule-targeted therapy and considerably improved the survival rate and prog-
nosis in patients with refractory tumors, including melanoma (MM), non-small-cell lung
cancer (NSCLC), renal cell carcinoma (RCC), and hepatocellular carcinoma (HCC). The
field of immunotherapy is evolving, and recent research indicates that the anti-tumor effec-
tiveness of IClIs is significantly augmented by innovative antibody—drug conjugates (ADCs).
A fundamental study indicates that ADC drugs, in conjunction with immunotherapy, can
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enhance PD-L1 expression and perhaps mitigate resistance to either agent, thus providing
a novel paradigm in oncological treatment [2-5].

Despite durable anti-tumor effects, ICIs occasionally cause a range of unintended
adverse events (AEs) that are termed immune-related adverse events (irAEs), resulting
from the excessive immune response targeting normal tissues or organs, which undermine
the efficacy of ICI therapy [6]. Among individual ICIs, the most common irAEs affect the
cutaneous, endocrine, cardiovascular, and gastrointestinal systems, including the liver [7].
Immune-mediated hepatotoxicity (IMH) induced by ICIs is generally asymptomatic, with
an incidence rate ranging from 1% to 15% in randomized trials [8,9]. Typically, it is iden-
tified incidentally through routine liver function tests during post-treatment monitoring.
Moreover, IMH has emerged as a significant concern within drug-induced liver injury
(DILI) since it was considered a distinct and specific subtype of DILI [10]. Ongoing research
continues to reveal additional clinical features related to IMH. A deeper understanding of
IMH development and its clinical presentation can guide evidence-based therapy strategies
for clinicians.

Despite the low severity of most IMH cases, life-threatening cases related to acute liver
failure and even death have been reported during phase III clinical trials and post-marketing
surveillance [11-13]. The overall estimated mortality rate for irAE ranges from 0.3% to
1.3% [7]. Data from the Vigilyze—VigiBase database of the World Health Organization
indicate that 20.2% (124 /613) of patients who experienced fatal ICI-related toxic events died
from IMH, underscoring the urgent need for early detection and effective management
of these events [14]. Numerous studies have explored the risk factors of IMH in patients
receiving ICls, and a comprehensive treatment approach has been proposed based on these
findings. However, substantial disagreements remain regarding the risk factors that occur
after ICI treatment. This inconsistency arises from differences in data collected from clinical
trials and real-world cohorts and variations in the included population. Therefore, this
systematic review and meta-analysis aimed to determine the incidence, prevalence, and
risk factors of IMH following immunotherapy to provide treatment options for cancer
patients at potential risk.

2. Methods

This work followed the PRISMA statement and has been registered in the PROSPERO
(CRD42024531146).

2.1. Search Strategy and Data Extraction

Relevant articles that investigated the risk factors of IMH in patients receiving ICIs
were comprehensively searched in PubMed, Embase, Web of Science, and Cochrane Li-
brary before 30 March 2024 by two independent authors (Y. J and RY. L) using Medical
Subject Heading (MeSH) terms (“Immunotherapy”, “Risk factors”, “Chemical and Drug
Induced Liver Injury”) and corresponding free words, with additional customized fields
such as “pembrolizumab”, “Keytruda”, “MK-3475", and “tislelizumab”. Supplementary
Appendix S1 for risk factors provides detailed search strategies for each database. There
were no limitations on study design and publication language.

2.2. Inclusion and Exclusion Criteria

Articles meeting the following criteria were included: (a) included individuals diag-
nosed with malignancy who received treatment with ICIs, either alone or in combination;
(b) provided information on the number of patients with any grade of IMH and those
who did not develop IMH; (c) examined the risk factors associated with IMH; and (d) the
full text was available. The publications were excluded based on the following criteria:
(a) duplication of research, guidelines, consensus, letters, comments, notes, reports, case
reports, conference abstracts, reviews, meta-analyses, experimental studies, and studies
that were irrelevant or had insufficient data and (b) studies that did not have the full
text available.
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2.3. Data Extraction and Quality Assessment

Two researchers (Y. ] and RY. L) independently reviewed the titles, abstracts, and full
texts to screen for eligible articles. For any discrepancies in study selection, discussions and
consultations were conducted with the third researcher (NP. Z). The following information
was extracted from the included articles: (a) basic details such as first author, publication
year, region, data source, study design, sample size, criteria for evaluating AEs, tools for
assessing the causality between ICIs and IMH, and IMH definition; (b) adjusted odds ratios
(ORs) and 95% confidence intervals (CI) of potential risk factors, encompassing age, gender
combination therapies of anti-PD-(L)1 and anti-CTLA-4, comorbidities, liver metastasis,
liver cirrhosis, and HCC; and (c) additional characteristics of both groups were further
extracted due to the limited studies providing the adjusted ORs, including demographic
features, cases in each group, number of IMH patients for all grades, ICI types, presence
of liver metastasis, history of ICIs treatment, underlying liver disease, treatment regime
(monotherapy or combined therapy), performance status score, and laboratory tests. Data
were documented using a standardized extraction sheet.

The article quality was appraised with the Newcastle-Ottawa scale (NOS) by three
authors (Y. J, RY. L, and NP. Z) through 8 questions comprising selection (0—4 scores),
comparability (0-2 scores), and outcome (0-3 scores) aspects. A NOS score of 1-3, 4-6, and
7-9 indicated low, moderate, and high quality, respectively.

2.4. Statistical Analysis

All calculations were performed and all graphs were created using Stata Statistical
Software version 17.0. The reported sample size and IMH events were utilized to calculate
incidence, and the inverse variance method was applied to pool IMH incidence. Subgroup
analyses were conducted to determine the influence of region, data source, cancer types, ICI
types, and the criteria of IMH. The risk factors for any grade of IMH were also investigated.
Extracted continuous data, expressed as median with range or interquartile, were converted
to mean with standard deviation for pooling. Heterogeneity across studies was assessed
using the Cochrane Q test and inconsistency index (I?) statistics. An I? statistic < 50%
or a p value > 0.05 implied low heterogeneity, warranting the use of fixed-effect, while
a higher 12 statistic necessitated the adoption of the random effects model. Egger’s tests
were utilized to evaluate publication bias, with p < 0.05 indicating notable publication
bias. Additionally, sensitivity analyses were performed. All analyses were considered
statistically significant at p < 0.05.

3. Results
3.1. Study Selection and Characteristics

A total of 1217 articles were retrieved after a comprehensive search conducted up to
31 March 2024, including 149 records from PubMed, 549 from Embase, 186 from Cochrane,
and 333 from Web of Science (Figure 1). After removing 378 duplicates, 839 studies were
retained for the initial title and abstract screening. Among these, 814 articles were excluded
for conference abstract (n = 15); guidelines and consensus (n = 9); experimental studies
(n = 15); letters, comments, notes, case reports, and editorials (n = 140); reviews and meta-
analysis (n = 205); irrelevant studies (1 = 342); clinical trial registration (1 = 84); inability to
access the full text (n = 4); and insufficient data (n = 2). Furthermore, one study was added
by searching for eligible articles from the reference lists. Moreover, Celsa et al. compared
the characteristics and outcomes of immunotherapy-related liver injury in patients with
HCC and other advanced solid tumors [15]. To enhance the accuracy of patient information
extraction, the meta-analysis divided the research, and the characteristics of the populations
are presented in Table 1. Finally, 24 studies comprised the meta-analysis, resulting in a
pooled cohort of 9076 participants.
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Figure 1. Flowchart of the selection process followed PRISMA guidelines.

The characteristics of the included studies are manifested in Table 1 [1,15-37]. Only
one study was conducted prospectively [15], while the rest was retrospective [1,16-37].
Among the included studies, 23 reported IMH of any grade [1,15-26,28-37], and 15 reported
grade >3 IMH [15-17,20,21,23-25,27,31-35,37]. This study covered various cancer types,
including HCC, MM, RCC, urothelial cancer (UC), head and neck cancer, and lung cancer.
Several studies reported immune-related adverse events in addition to IMH. One study
reported adverse events in all patients, including gastrointestinal, endocrine, skin, lung,
neuromuscular, and rheumatologic events [15]. Nine studies documented concurrent irAEs
in patients with IMH, with the most prevalent irAEs being endocrine, gastrointestinal, skin,
and colitis (Table S1).



Curr. Oncol. 2024, 31 7133

Table 1. Characteristics of the studies included in the meta-analysis.

) . Study Criteria of Tools for Assessing the Sample Gender Definition IMH Patient/n Patients
First Author (Year) Region Data Source Design Cancer Type Adverse Causality Between ICIs and Size/n (Male/Female) of IMH Without
Events Hepatotoxicity Any Grade Grade > 3 IMH, n
Celsa-1 2024 [15] Europe, USA, 1/ iicenter ~ rOSPective Multiple CTCAE5.0 NA 375 291/84 Grade 1-4 43 16 332
and Asia cohort
Celsa-2 2024 [15] Europe, USA,  \pjicenter ! YOSPective Multiple CTCAES5.0 NA 459 323/136 Grade 1-4 12 5 447
and Asia cohort
Shen 2024 [16] China Monocenter Retz‘(’)ﬁﬁme HCC CTCAE 5.0 NA 119 109/10 Grade 1-4 52 18 67
Zou 2023 [17] China Multicenter ~ Retrospective HCC €SO NA 135 84/51 Grade 1-4 46 8 89
cohort guidelines
Atallah 2023 [18] UK Multicenter ~ Retrospective Multiple CTCAE 5.0 RUCAM 432 NA Grade 2-4 38 / 394
case—control
Retrospective Diagnosis and
Jiang 2023 [19] China Monocenter CO]CE) it Multiple treatment RUCAM 386 296/92 Grade 1-5 29 / 357
guideline 2017
Miah 2023 [20] USA Monocenter Retz‘(’)ilﬁﬁ"e Multiple CTCAE 4.0 NA 1096 649/447 Grade 14 64 34 1032
Parlati France Multicenter ~ ReTOSPECtive \ptiple CTCAES5.0 RUCAM 952 611/342 Grade 24 142 86 810
2023 [21] case—control
Zheng 2023 [22] China Monocenter Ret‘gﬁ)‘;ﬁ“"e Multiple CTCAE5.0 RUCAM 585 450/135 Grade 2-4 71 / 514
Lin 2022 [23] China Monocenter Retz‘;ﬁfﬁ“’e Multiple CTCAE 5.0 NA 301 215/86 Grade 1-4 51 14 250
Purde 2022 [24] Switzerland Monocenter Pr‘éi%‘(’::t”e Multiple CTCAE5.0 Unclear 84 45/39 Grade 1-4 11 5 73
Smith 2022 [25] Canada Multicenter Retz‘(’)ﬁ)‘i‘fl"e MM CTCAE 5.0 NA 63 41/22 Grade 1-4 32 21 31
Retrospective . DILIN causality score and
Swanson 2022 [26] USA Monocenter cohort Multiple DILIN RUCAM 112 67/45 / 21 / 91
Yamamoto T 2022 [27] Japan Multicenter ~ Retrospective Lung CTCAE 5.0 NA 365 280/75 Grade 3-4 / 19 346
cohort carcinoma
Biewenga 2021 [28] Netherlands Multicenter Retzz;%erct“"e MM CTCAE 4.0 NA 386 231/155 Grade 3-4 80 / 306
Cho 2021 [1] Korea Multicenter Rei‘gﬁfrctﬂ"e Multiple CTCAE 4.0 NA 194 130/64 Grade 14 125 / 69
Cunningham 2021 [29] Canada Monocenter Retz‘;ﬁi‘i“"e Multiple CTCAE 5.0 RUCAM 470 240/210 Grade 2-4 17 / 453
Yamamoto A 2021 [30] Japan Monocenter ~ Retrospective Multiple CTCAE5.0 NA 221 177/44 Grade 24 21 / 200

cohort
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First Author (Year) Region Data Source g:::gl Cancer Type C:‘;ireifs ;’f C:l‘;‘;i?t;"é 33:::;1111&5:5}‘:“(1 S;iI;le};:le (M(a;lee?];ie:\ o D:fﬁﬁ\i/}il_(lm IMH Patient/n \I/)\zttl}i!:;i

Events Hepatotoxicity Any Grade Grade > 3 IMH, n
Kitagataya 2020 [31] Japan Monocenter Retz{;ﬁ)ercttive Multiple CTCAE 4.0 DDW-] 2004 scale 202 123/79 Grade 14 17 8 185
Li 2020 [32] China Multicenter Retzzsﬁfrct“ve Multiple Unclear NA 112 64/48 Grade 1-5 30 8 82
Mizuno 2020 [33] Japan Multicenter Retz‘(’lﬁﬁﬁve Multiple CTCAE 4.0 NA 546 397/149 Grade 24 44 29 502
Romanski 2020 [34] Denmark Monocenter Rei‘(’);%ictﬁ"e MM CTCAE5.0 NA 637 364/273 Grade 24 43 28 594
Sawada 2020 [35] Japan Monocenter R“Z‘(’)ﬁfrctﬁve Multiple CTCAE 5.0 DDW-J 2004 scale 135 92/43 Grade 24 8 5 127
Teung 2019 [36] USA Monocenter Retz‘(’);fz)e:tﬁ"e Multiple DILIN RUCAM 491 319/172 / 70 / a1
Huffman 2018 [37] USA Monocenter Retzgﬁfrctﬁve MM CTCAE 4.0 NA 218 134/84 Grade 1-4 17 11 201

IMH, immune-mediated hepatotoxicity; HCC, hepatocellular carcinoma; PD-1, anti-programmed death receptor 1; PD-L1, programmed cell death ligand 1, CTLA-4, cytotoxic
T-lymphocyte-associated antigen 4; MM, melanoma; DILIN, Drug-Induced Liver Injury Network; RUCAM, Roussel-Uclaf causality assessment method; CTCAE, Common Terminology
Criteria for Adverse Event.
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3.2. Quality Assessment

Table S2 summarizes the quality of the studies. Of these, 17 were classified as high
quality, with scores ranging from 7 to 9. The other studies were categorized as moder-
ate quality due to their deficiencies in providing follow-up information and adequately
addressing confounding factors.

3.3. Risk Factors for IMH Following ICIs

The baseline characteristics of patients in the IMH and non-IMH groups were com-
pared across 24 studies (Figure 2), and the significant factors were extracted and illustrated
in Figure 3 as a forest plot.

Factors No.study  IMH (n) Non-IMH (n) F P-F SMD (95% CI) P Egger’s test
Age (years) 15 522 5441 54.0 <0.01 i) -0.18( -0.33 ,-0.04) 0.01 0.74
AST 10 340 2339 89.7 <0.01 —_— 0.27 (-0.12,0.66) 0.17 0.88
ALT 11 376 2697 87.6 <0.01 —— -0.05(-0.38,0.28) 0.77 0.79
ALP 10 324 2630 84.8 <0.01 —— -0.32 (-0.64, 0.00) 0.05 0.70
BUN 4 75 869 77.6 <0.01 —_— -0.23 (-0.75,0.29) 0.39 0.36
Creatinine 4 77 1030 91.1 <001 «——— -0.53(-1.34,0.28) 0.20 0.32

P

Factors No.study IMH (n) Non-IMH (n) P P-F WMD (95% CI) p Egger’s test

BMI 7 231 2085 77.8 <0.01 +———-— -2.15(-3.92 ,-0.38) 0.02 0.81

b I

Factors No. study IMH (n) Non-IMH (n) P P-F i OR (95% CI) P  Egger’s test
Gender (Male) 23 1057 6127 37.3 0.04 L] 0.94 (0.81 to 1.09) 0.38 0.07
Smoking 5 229 2060 <0.01 0.59 ol 0.74 (05510 1.01)  0.06 0.93
Alcohol abuse 8 421 2139 46.0 0.07 *+-< 1.00 (0.73 to 1.36) 0.99 0.59
Liver metastasis 17 682 4847 47.7 0.02 | e 1.80 (1.47t02.20)  <0.01 0.45
History of ICI treatment 5 136 1332 70.3 0.01 1'—0—> 3.09 (1.21 to 7.89) 0.02 0.22
ECOG-PS (1) 6 338 2659 171 03 e 1.01 (06610 1.54)  0.96 0.42
Lines of treatment (<2) 4 188 1938 <0.01 0.94 "-0—1 1.35 (0.94 to 1.96) 0.1 0.32
Comorbidities

Diabetes 4 263 1772 <0.01 0.45 3 (—=—) 2.19 (1.36 t0 3.51) <0.01 0.11
NAFLD 3 122 973 51.3 0.13 '—;—0—' 1.84 (0.55t06.11) 0.32 0.64
Hepatic steatosis 3 123 652 7.4 0.34 '-w—~ 1.18 (0.68 t0 2.04) 0.56 0.71
Chronic HBV 6 310 2244 69.9 <0.01 | e—— 2.46 (1.04 t0 5.81) 0.04 0.16
Hev 6 264 2005 288 0.22 fEh— 129 (0.73102.30)  0.38 0.75
Type of ICIs 3

Nivolumab 8 166 1997 31.1 0.18 ":'_‘ 1.01 (0.63 to 1.63) 0.97 0.17
Pembrolizumab 8 166 1997 <0.01 0.47 o) 0.56 (0.38100.83)  <0.01 0.51
Durvalumab 3 7 648 <0.01 0.74 '—L—' 1.05 (0.36 t0 3.07) 0.92 0.1
Atezolizumab 4 73 747 <0.01 0.53 'l—'—> 2.60 (0.93 to 7.30) 0.07 0.11
Ipilimumab 3 61 979 742 0.02 '-%—'—P 2.76 (0.68t0 11.17) 0.16 0.09
Concomitant agents with Inmunotherapy

ICls 3 94 876 79.3 0.01 l‘-—‘—' 5.33 (0.95 0 30.03) 0.06 0.46
Cancer types i

RCC 5 141 2164 <0.01 0.61 i 0.89 (05310 1.50)  0.66 0.63
Lung cancer 10 564 3793 47.9 0.04 . 0.58 (0.41t00.83)  <0.01 0.41
MM 8 383 3477 67.4 <0.01 '-:—0—' 1.44 (0.83 t0 2.49) 0.19 0.85
uc 6 162 1368 <0.01 0.55 H—' 1.42 (0.79 to 2.55) 0.24 0.06
HCC 3 165 1096 <0.01 0.33 —— 1.42 (0.52 to 3.83) 0.49 NA
Head and neck cancer 4 256 2498 19.6 0.29 —_— 1.02 (0.52 t0 1.97) 0.96 0.96

-~

-1 1

Figure 2. Meta-analysis of risk factors for IMH in patients with malignancies. Red and blue dots
indicate the significance of factors. Red dots signify that the factors reduce the risk of IMH, while
blue dots indicate that the factors increase the risk of IMH.



Curr. Oncol. 2024, 31

7136

F
A Total IMH (93':‘," %., wen}ght Pooled crude Weight
Age Cohort  Event o o ChronicHBV Total Event %

I B 0.17 (-0.14,0.49)  7.82 : OR (95% Cl) o
Celsa-t (2024) 375 43 D 0610004, 119) 420 Celsa-1(2024) 74 8 e 092 (0.41,2.08) 19.37
Celsa-2 (2024) 459 12 —-— 0.15(-0.22,051)  7.01 Celsa2(2024) 2 1 ————+————— 4055(238,69094) 658
Shen (2024) 119 52 —_— -0.61(-0.95, -0.26)  7.31 Zou (2023) 99 32 — 0.75 (0.34, 1.66) 1956
Atallah (2023) 394 36 —— -0.23(-0.48,0.03)  9.09 2% 7 —
Miah (2023) 1006 64 —t -0.15(-0.40,0.10) 918 leng (2022 5 ' 636@3.169%) 1798
Zheng (2023) 585 [4 [P S — -0.91(-1.56,0.39) 354 Parlati (2023) £ | 4.35(0.96,19.64) 1360
Purde (2022) 84 1 —_— -0.09 (-0.56,0.39) 533 Li (2020) 16 7 e 247(083,7.37) 16.99
Swanson (2022) 112 21 — -0.61(-1.10,-0.13) 518 Sawada (2020) 3 0 - 209010, 43.90) 593
Cunningham (2021) 470 17 ——y -0.52 (-0.98, -0.06) 547 Eandbrm e moded -
Yamamoto T (2021) 365 19 R -0.26 (-0.72,0.19) 565 andom el e © . <> 245(104581) 10000
YamamotoA (2020) 221 21 —_— -0.33(-0.83,017) 503 Heterogenelty: £ 269.9%; P=0.003 .
Kitagataya (2020) 202 17 —_— -0.13(-0.44,0.18)  7.97 000145 1 691
Romanski (2020) 637 43 N il M 0.04 (-0.67,0.75)  3.08
Sawada (2020) 135 8 — -0.18 (-0.43,007) 908
Tsung (2019) 491 70 — -0.04 (-0.53,0.46) 507
Huffman (2018) 218 17 <> -0.18(-0.33,-0.04) 10000 (G
Ramdon effects model ' Pooled crude
B st P L i
Heterogeneity: = 54.0%, P=0.05 4 .5’6 o 1.'56 C::ge . Total Event ; W?,'gm
) OR(95%Cl) %
. Celsa-2 (2024) 276 9 ————————  202(054,757) 296
B Total  IMH WMD Weight ) Lol
BMI Cohort  Event (5% C) % Miah (2023) 24 9 —— 062(0.30,1.28) 993
! Parlati 2023 477 —— 0.76 (0.53,1.09) 4011
Miah (2023) 1096 62 —_— -3.91(-5.36, -2.46) 16.98 arali 2023) 6 T ( )
Swanson (2022) 112 21 | —e———1.80(-100,460) 1296  Zheng(2023) 19 10 ——! 029(015,058) 1075
Smith (2021) 63 32 —_—— -147 (-4.21,127) 1312 Swanson (2022) 58 6 e 030(0.11,084) 483
Yamamoto A (2020) 221 21 ——— -1.08(-3.23,1.08)  14.92 (g, o021) M9 7 R 094(051,172) 1409
Sawada (2020) 135 § —— -5.95(-8.52,-3.38) 13.65 v 10A (2020) 102 ‘ 047 (0.5, 0.60 328
: — .05, 0. !
Tsung (2019) 491 70 [ 070 (-2.29,089) 16,60 ‘amamoto A (2020) 3 : (0.05,060)
Huffman (2018) 218 17 —_— -3.75(-6.95,-055) 1177  Li(2020) 35 8 e 0.74(0.29,1.89) 595
Ramdon effects model <> -2.15(-3.92,-0.38) 100.00  Sawada (2020) 58 3 —_— 0.79 (0.18, 3.43) 237
Heterogeneity: £ = 77.8%, P= 0.000 H
Tsung (2019) 65 5 —_— 046 (0.18, 1.20) 572
-8.52 0 8.52 i 3
Fixed effects model Q 063(050,079)  100.00
C Pooled crude Heterogeneity: P = 47.9%, P=0.044
Weight T 1
Liver metastasis Total Event OR(95%Cl) o 00486 1 206
Celsa-2 (2024) 47 2 —_—t ; ;3 Eg gg g‘;; ; l 1152
——t - . B < B & 3 - -
Atallah (2023) o1 S T 378(161.889) 553 H Pooled adjusted ~ Weight
Jiang (2023) 47 9 4 g O } Male o %
Zheng (2023) 7 6 —T 144(058,358) 487 : OR(95% C) )
Lin (2022) 22 28 —E— s, S Atallah (2023) —_— 039(0.17,092) 3321
Swanson (2022) 26 " — 2.79 (1.11,7.00) 4.01 :
Skl % 14 ; 123(045,336) 4 Mizuno (2020) — [ 062029132 4139
i e 1.04(061,176) 1455 '
Biewenga (2021) 153 29 ' H
Cho (2021) 27 19 —— 1.37(056,331)  5.18 Li (2020) %._,_ 0.30(0.11,0.78) 2540
Cunningham (2021) 174 4 ——T! ?:Z Eglg ;ig; 212 P
41 3 — . .42, 5. 8 Ixeq el [S model
Aot ena) e 43101621142 426 044(027,072)  100.00
Yamamoto A (2020) 33 8 T N ; "
Li (2020) 25 7 _— 1.08(040,293)  4.09 Heterogeneity: £ =0.0%, P =0.478
Romanski (2020) 221 18 — = 139(074,260) 1023 03 1 885
Sawada (2020) 24 2 1.59 (0.30, 8.41) 1.46 X ¥
Teung (2019) 127 37 — % 412(244,696) 1475 |
Huffman (2018) 56 7 - 3 f;g (?-:3 S-gs) 18691130 Combination Pooled adjusted ~ Weight
Ramdon effects model v (1.47,220) ) of ICls . OR (95% ClI) %
Heterogeneity: F = 47.7%, P=0.015 v '
R A Atallah (2023) —— 10.95 (4.04, 35.60) 3713
D ’ ’ Pariati (2023) - 353(1.98,6.29) 4587
History of ICIs Pooled crude Weight Yamamoto A (2020) T 6121(791,127533)  17.00
o
treatment Total Event : OR (95% Cl) % Random effects model <> 873 (2.41,3159) 100.00
Purde (2022) 0 2 —a——t 181(033,987) 1542 Heterogeneity: #=71.9%, P=0.028

Cunningham (2021) 79 7
Yamamoto A (2020) 7 4
Kitagataya (2020) 21 5
Tsung (2019) 78 M

Ramdon effects model
Heterogeneity: £ = 70.3%, P=0.009

—_— 3.70(1.37,10.05) 2238
———————— 1545(319,7477) 1623 1 1275

—_— 440(1.38,1407) 2053
— 099(049,197) 2574

@ 309(121,7.89) 10000

00134

E
Diabetes Total Event
Jiang (2023) 62 10
Parlati (2023) 23 7
Zheng (2023) 32 4
Swanson (2022) 25 7
Fixed effects model
Heterogeneity: P = 0.0%, P = 0.446

Pooled crude  Weight
OR (95% Cl) %

———%———) 300(1.36,7.01) 3317

I — 257 (1.04,6.37) 27.15

- 1.04 (0.35,3.05) 19.19
_ e 2.03(0.71,5.76) 20.49
<> 2.19(1.36,3.51) 100.00
T
0.143 1 7.01

Figure 3. Forest plot of summary results of risk factors for IMH in patients treated with ICIs. (A) Age
(n =15); (B) BMI (1 = 7); (C) patients with liver metastasis (n = 17); (D) patients with history of ICI
treatment (n = 5); (E) diabetes (1 = 4); (F) chronic HBV (n = 6); (G) lung cancer (n = 10); (H) gender of
male (n = 3); (I) combination of ICIs (n = 3). The blue rhombus signifies the pooled effect size.

3.3.1. Age, BMI, and Gender

As shown in Figure 2, the risk of IMH post-ICI therapy is generally associated with
a younger age (SMD: —0.18; 95% CI: —0.33 to —0.04; I> = 54.0%; p = 0.012; n = 15 studies)
and lower BMI (WMD: —2.15; 95% CI: —3.92 to —0.38; 12 = 77.8%; p =0.017; n = 7 studies)
in patients who received ICI treatment, and the forest plots are presented in Figure 3A
and Figure 3B, respectively. No significant publication bias was detected for either factor,
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according to Egger’s test. Figures S1 and S2 illustrated the sensitivity analyses regarding
the sources of heterogeneity for age and BMI. Moreover, male gender was related to a
reduced risk of IMH (pooled adjusted OR: 0.44; 95% CI: 0.27 to 0.72; 12 = 0%; p = 0.001;
n = 3 studies) (Figure 3H and Table S3).

3.3.2. Liver Metastasis

A total of 17 studies reporting liver metastasis were pooled in a meta-analysis, resulting
in a pooled OR of 1.80 (95% CI: 1.47 to 2.20; 12 = 47.7%; p < 0.000), with no significant
publication bias (p = 0.451) (Figures 2 and 3), indicating a significantly elevated risk of IMH
in those patients treated with ICIs.

3.3.3. History of ICI Treatment

The number of patients who had received prior ICI treatment was reported in five
trials, which showed statistical differences between patients with IMH and those without
(pooled OR: 3.09; 95% CI: 1.21 to 7.89). Of note is that substantial heterogeneity was
observed across these five studies (I? = 70.3%) (Figures 2 and 3D). Sensitivity analyses
addressing the source of heterogeneity were presented in Figure S3.

3.3.4. Comorbidities

Within the pooled cohort, the risk of IMH after ICI treatment was notably higher
in cancerous individuals with diabetes (pooled OR: 2.19; 95% CI: 1.36 to 3.51; 12 = 0.0%;
p = 0.001; n = 4 studies) (Figure 3E) and chronic HBV (pooled OR: 2.46; 95% CI: 1.04 to 5.81;
2 = 69.9%; p = 0.039; n = 7 studies) (Figure 3F), but not in those with NAFLD (pooled OR:
1.84; 95% CI: 0.55 to 6.11; I2 = 51.3%; p = 0.321; n = 3 studies), hepatic steatosis (pooled
OR: 1.18; 95% CI: 0.68 to 2.04; I2 = 7.4%; p = 0.562; n = 3 studies), and HCV (pooled OR:
1.29; 95% CI: 0.73 to 2.30; I? = 28.8%; p = 0.384; n = 6 studies). Consistent with the results
from the pooled binary variable on chronic HBV, chronic HBV (pooled adjusted OR: 3.06;
95% CI: 1.11 to 8.46; p = 0.031) was also a significant risk factor for IMH, without marked
heterogeneity (I* = 41.1%) and publication bias (p = 0.370) after pooling the adjusted ORs
from four studies (Table S3).

3.3.5. Cancer Types

Immunotherapy with ICIs was used for various types of cancer, such as lung cancer,
RCC, UC, MM, head and neck cancer, and HCC. Among them, lung cancer (564/3793) and
MM (383/3477) were the most frequently reported. The meta-analysis further investigated
the risk factors for IMH, with a specific emphasis on various cancer types. Lung cancer
had a reduced risk of IMH development compared to other cancer types (OR: 0.58; 95% CI:
0.41 to 0.83; I = 47.9%; p = 0.003; n = 10 studies), without any substantial difference in
heterogeneity (Figure 3G).

3.3.6. Concomitant Agents with Immunotherapy

In some patients, immunotherapy was combined with additional medications such
as tyrosine kinase inhibitors (TKIs), immune ICIs, proton pump inhibitors (PPIs), and
nonsteroidal anti-inflammatory drugs (NSAIDs). The impact of concomitant ICIs was
analyzed (Figure 3I). When pooling the adjusted ORs, three studies indicated that the
combination of ICIs (pooled adjusted OR: 8.73; 95% CI: 2.41 to 31.59; 12 =71.9%; p =0.001),
specifically CTLA-4 and PD-(L) inhibitors, was significantly associated with an increased
risk of any grade IMH (Table S3).

3.4. Incidence of IMH

The mean time to onset of any grade IMH within the pooled cohort was 2.16 months
(95% CI: 1.18 to 3.13). The estimated incidence of IMH following ICI treatment was 14%
(95% CI: 11% to 17%; I> = 94.9%) for any grade and 7% (95% CI: 5% to 8%; I? = 91.0%)
for grades above 3 (Table 2). Given substantial heterogeneity, subgroup analyses were
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conducted regarding the region, data source, cancer types, ICI types, and criteria of AEs,
and none of them were revealed to be independent contributors (Figure S4). In terms of
clinical patterns, the cholestatic pattern (52%; 95% CI: 34% to 70%) tended to be marginally
more prevalent than the hepatocellular (20.0%; 95% CI: 14% to 26%) and mixed patterns
(19%; 95% CI: 9% to 30%) (Table 2). In addition, three studies investigated the median time
from IMH onset to the resolution, ranging from 7 to 514 days, with an overall pooled mean
time of 1.22 months (95% CI: 0.08 to 2.36).

Table 2. Clinical characteristics for any grade IMH.

Characteristics No. Study  IMH Patients (n) Heterogeneity Pooled Proporzion/Mean Value
12 (%) p Value (95% CI)
Incidence 22 1004 94.9 0.000 14% (95% CI: 11% to 17%)
Hepatocellular pattern 37 0.0 0.420 20% (95% CI: 14% to 26%)
Cholestatic pattern 107 83.5 0.000 52% (95% CI: 34% to 70%)
Mixed pattern 4 36 67.2 0.027 19% (95% CI: 9% to 30%)
Time to onset of IMH 13 482 0.0 0.962 2.16 months (95% CI: 1.18 to 3.13)
Time (t)‘; Irﬁf{lmion 3 89 0.0 0.726 1.22 months (95% CI: 0.08 o 2.36)

Abbreviations: IMH, immune-mediated hepatotoxicity; CI, confidence interval.

4. Discussion

IMH is frequently observed as an AE in cancer individuals undergoing ICI therapy.
Despite mild severity, there have been recorded cases of immune-related acute liver fail-
ure and even death [11,12]. Additionally, patients with underlying liver diseases were
typically excluded due to the challenges in accurately diagnosing IMH and identifying
specific biomarkers or symptoms that might distinguish it from the malignancy itself [38].
Consequently, the occurrence and associated risk factors might be underestimated. This
meta-analysis included 24 studies with 9076 patients and found the pooled incidence of
any grade of IMH [14% (95% CI: 11-17%)] and grade > 3 IMH [7% (95% CI: 5-8%)] in
cancer patients. IMH typically developed approximately 2.16 months after initial ICIs and
resolved approximately 1.22 months from the onset.

At present, the mechanism of IMH remains unclear. It is well established that PD-L1,
as one of the ligands of PD-1, has been detected in the liver. Upon blocking the PD-L1-
PD-1 interactions, ICIs trigger the activation of T cells to promote the secretion of various
cytokines, including the NLRP3 inflammasome and pro-inflammatory cytokines such as
IL-6, IL-1f3, IL-18, and tumor necrosis factor, thus resulting in diminished cell viability and
causing plasma membrane rupture [39]. Shojaie et al. also demonstrated that ICIs promote
dysregulation of adaptive and innate immunity in the liver, resulting in a pro-inflammatory
state that hyperactivates both CTLs and myeloid cells. Regions of three-way interaction
among cleaved caspase-3+ hepatocytes, CD8+ T-cells, and macrophages were identified
in a murine model of IMH using CTLA4+/ — mice subjected to either combined immune
checkpoint inhibitor treatment with anti-CTLA4 and anti-PD-L1 antibodies or isotype IgG,
which subsequently evidenced that hepatocyte apoptosis and Nod-like receptor protein
3 inflammasome activation are crucial in driving IMH [40]. Moreover, ICI treatment can
increase gene expression associated with liver cell death [41].

A higher incidence of IMH in younger cancer patients was observed in this study, con-
sistent with a previous meta-analysis [42]. The deterioration of physiological functioning
with aging is well established, potentially impacting drug pharmacokinetics, immunologi-
cal response, and homoeostatic process, thus increasing the risk of AEs [43]. However, the
role of age as an independent risk factor for DILI is still a matter of contention primarily due
to the limited epidemiological data about DILI in older subjects and the dearth of consistent
evidence. Nevertheless, older age was considered a risk factor for certain medications,
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particularly antimicrobials [44], Chinese herbal drugs [45], and anti-tuberculosis [46]. In
contrast, younger individuals are more prone to hepatotoxicity from drugs like valproic
acid, minocycline, and salicylates [43]. This phenomenon may be attributed to the dimin-
ished functional responsiveness of the innate and adaptive immune systems, characterized
by a decrease in B and T cell activation with aging [47]. IMH is defined by the erroneous hy-
peractivation of the immune system against healthy tissues or organs, while the diminished
activity of T cells weakens this excessive immunological response.

Our meta-analysis found that a lower BMI contributed to IMH. Extreme BMI is related
to an enhanced risk of death in diverse liver diseases. The connection between BMI and
all-cause mortality showed a V-shaped hazard function, with the best prognosis observed
at a BIM of 22 kg/m? [48]. However, Ma et al. revealed a J-shaped association between BMI
and mortality in DILI; specifically, underweight and obese individuals were considerably
associated with higher liver-related mortality [49]. It is speculated that low or high BMI
may impact the pharmacokinetics of medications, including their absorption, distribution,
metabolism, and excretion [50]. Consequently, individuals with extreme BMI may be more
vulnerable to developing severe DILI. Though limited research has examined the impact of
BMI on IMH, it is widely considered that malignant tumors severely compromise health,
and underweight patients are more prone to being diagnosed at the advanced stage of
cancer, rendering them more susceptible to the adverse effects of medications.

Currently, the effect of DM on DILI remains controversial. Freire et al. demonstrated
that DM comorbidity was not associated with DILI in patients with tuberculosis [51],
while DM was an independent risk factor for DILI in patients with Stevens—Johnson syn-
drome/toxic epidermal necrolysis or those undergoing therapy with flomoxef [52,53]. To
our knowledge, the meta-analysis was the first to recognize DM as a risk factor for IMH,
which may be related to the use of antidiabetic drugs. Previous research has indicated that
prolonged administration of metformin for type-2 DM typically leads to selective upregula-
tion of H,S levels in the liver and, therefore, can result in liver injury [54]. Nevertheless,
our study did not include the comorbid medications used during immunotherapy because
of missing trial data. Therefore, it is uncertain if the comorbid medicines for DM are re-
sponsible for the increased risk of IMH, highlighting the necessity for further investigation.

Pooled data demonstrated a higher risk of IMH in cancer patients receiving ICls
combined with chronic HBV (2.46-fold) and liver metastasis (1.80-fold). Although the
gastrointestinal tract, kidney, and skin also exhibit metabolic activities, the liver is primarily
responsible for the extensive metabolism of drugs. Cancer patients with chronic HBV or
liver metastasis may experience impaired metabolism, hence increasing their vulnerability
to toxic substances [9,55]. Furthermore, HBV infection significantly contributes to the
progression of HCC and hepatic damage by activating HBV-specific T cells [24]. On the
other hand, HBV carriers may exhibit pre-existing liver damage, such as liver fibrosis, and
are more prone to experiencing drug-induced hepatotoxicity.

This is the first and most extensive systematic meta-analysis aggregating both crude
and adjusted effect sizes to thoroughly assess the significant risk factors of immune-
mediated hepatitis secondary to immune checkpoint inhibitors in cancer patients, par-
ticularly across various geographical regions, types of immune checkpoint inhibitors, and
cancer types. These findings will assist oncologists in making informed decisions on select-
ing suitable therapies incorporating ICIs and implementing rigorous surveillance during
immunotherapy treatment, particularly for patients with recognized risk factors for IMH.

The benefits of our meta-analysis encompass the following key points. Our study
comprehensively investigated a wide range of risk factors for IMH, including demographic
information, clinical features, previous medical records, and serological biomarkers. These
factors were obtained from at least three real-world cohort studies, which is essential
because randomized controlled trials typically exclude individuals with pre-existing co-
morbidities and focus primarily on initial treatment, which can result in underestimating
the occurrence of IMH and disregarding certain underlying risk factors. Nevertheless,
most studies included were of exceptional quality. In addition, comprehensive subgroup
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analyses were performed to examine any variations related to geographical regions, types
of ICIs, types of cancer, and criteria for diagnosis.

When interpreting the findings, several limitations must be considered. First, the
publications examined were mostly retrospective cohort studies, which inherently introduce
potential biases due to their design. Second, there was a limited number of studies that
provided adjusted ORs for specific risk variables. As a result, the pooled ORs for potential
risk factors were derived by converting the baseline characteristics data without excluding
the influence of confounding factors. Third, the diagnostic criteria of ICI-IMH varied
across studies, and two studies did not report the criteria. This highlights the need for
standardized diagnostic criteria for ICI-IMH. Fourth, our meta-analysis primarily aimed
to examine the risk factors for IMH rather than focusing on the clinical characteristics
of IMH. Several studies were excluded since they did not provide information on risk
factors for IMH but did provide data on incidence, patterns, or the resolution time of
IMH. Consequently, the results on clinical features of IMH are not broadly applicable.
Furthermore, patients with severe IMH (grade III-V) were underrepresented, indicating the
necessity for large-scale prospective investigations to further substantiate our findings.
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