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Abstract:

Objective: Immune Checkpoint Inhibitors (ICIs) have transformed the field of oncology by improving the capacity of
the immune system to combat malignancies. This review investigates the mechanisms of ICIs, their adverse effects,
resistance mechanisms, and the role of Artificial Intelligence (AI) And Machine Learning (ML) in predicting treatment
outcomes.

Methods and Materials: A literature search was conducted using PubMed, Google Scholar, and Web of Science to
identify pertinent studies, clinical trials, and review articles. The study concentrated on seven ICIs that have been
approved and are designed to target the PD-1, PD-L1, and CTLA-4 pathways. The data were derived from clinical
guidelines and expert opinions.

Results: ICIs have illustrated efficacy in a variety of malignancies, such as renal cell carcinoma, non-small cell lung
cancer, and melanoma. Their utilization, whether as monotherapy or in conjunction with chemotherapy, radiotherapy,
or  targeted  therapies,  has  substantially  enhanced  survival.  Nevertheless,  the  management  of  Immune-Related
Adverse Events (irAEs) that affect multiple organ systems is imperative. In certain patients, the efficacy of ICI is also
restricted by resistance mechanisms. AI/ML-driven models demonstrate potential for anticipating patient responses,
optimizing treatment strategies, and reducing toxicity risks.

Conclusion: ICIs have revolutionized cancer therapy; however, there are still obstacles in predicting responses and
managing adverse effects. This review emphasizes the innovative use of AI/ML to improve the precision and safety of
ICI.  Nevertheless,  additional  research  is  required  due  to  the  absence  of  reliable  predictive  biomarkers  and  the
variability of patient responses. In order to enhance treatment outcomes and reduce toxicity, future research should
enhance AI-driven models and incorporate multi-omics approaches.
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1. INTRODUCTION
The immune system, a robust defense mechanism that

protects  individuals  against  infections  and  cancer  cells,
can sometimes become altered and fail to properly identify
and  eliminate  checkpoints  and  improve  immune  system
activity  for  tumor suppression or  eradication in  order to
solve  this  issue  [1]1.  ICIs  are  frequently  used  in
conjunction  with  other  forms  of  therapy  to  increase  the
body's  defenses  against  tumor  cells  and  raise  treatment
efficacy  overall  [2]2.  By  employing  unique  techniques  to
target  cancer  cells,  the  two  primary  classes  of  Immune
Checkpoint Inhibitors (ICIs), namely CTLA-4 and PD-1 and
PD-L1  inhibitors,  have  demonstrated  encouraging
outcomes  recently  [3].

Although  these  developments  have  been  made,  ICIs
are  not  universally  efficacious,  and  both  primary  and
acquired  resistance  continue  to  be  significant  obstacles
[4].  In  some  patients,  the  limited  responses  that  are
observed  are  a  result  of  the  immunosuppressive  tumor
microenvironment,  insufficient  neoantigen  presentation,
or inadequate infiltration of tumor-reactive CD8+ T cells
in many tumors. Furthermore, sustained exposure to ICIs
can lead to Immune-related Adverse Events (irAEs), which
can affect a variety of organs, including the lungs, liver,
and  endocrine  glands  [5].  The  efficacy  of  treatment  is
being  improved  by  the  exploration  of  combination
strategies that involve ICIs with chemotherapy, targeted
therapy,  or  radiotherapy  in  order  to  surmount  these
limitations. Additionally, predictive biomarkers, including
PD-L1 expression,  Tumor Mutational  Burden (TMB),  and
microsatellite  instability  (MSI),  are  currently  being
examined  to  enhance  patient  selection  and  treatment
personalization  [6].  Although  ICIs  have  revolutionized
cancer treatment,  it  is  imperative to conduct continuous
research  to  address  their  limitations,  enhance  patient
stratification,  and  create  innovative  therapeutic
combinations  [7].  Therefore,  in  the  present  review,  we
summarize  a)  the  mechanism  of  action  of  the  ICIs,  b)
various  adverse  effects  of  ICIs,  c)  case  studies  and
resistance  mechanisms,  and  d)  the  role  of  AI  and  ML in
predicting the pros and cons of the ICI.

1.1. Search Strategy
We  accessed  PubMed,  Google  Scholar,  and  Web  of

Science to include high-quality, interdisciplinary studies.

1.2. Search Terms and Boolean Operators
We used a detailed search strategy incorporating both

keywords and controlled vocabulary (e.g., MeSH terms) to
ensure  a  comprehensive  and  targeted  literature  search.
Keywords  included:  “immune  checkpoint  inhibitors,”
“ICIs,”  “adverse  effects,”  “immune-related  adverse
events,”  “PD-1,”  “PD-L1,”  “CTLA-4,”  “resistance
mechanisms,”  “clinical  trials,”  “machine  learning,”  and
“artificial intelligence.” Boolean logic was applied to refine
the  search,  using  combinations  such  as:  “immune
checkpoint  inhibitors”  AND  (“adverse  effects”  OR
“immune-related adverse events”), and “PD-1” OR “PD-L1”

OR  “CTLA-4”  AND  (“clinical  trial”  OR  “case  study”  OR
“review”).  This  approach  ensured  both  sensitivity  and
specificity  in  identifying  relevant  studies.

1.3.  Search  Limits,  Filters,  and  Inclusion  and
Exclusion Criteria

Search  limits  and  filters  included  only  the  articles
published  in  English.

We applied specific inclusion and exclusion criteria to
ensure the selection of high-quality and relevant studies.
Inclusion  criteria  encompassed  studies  focusing  on  the
application  of  Immune  Checkpoint  Inhibitors  (ICIs)  in
oncology,  their  associated  adverse  events,  resistance
mechanisms,  or  the  integration  of  artificial  intelligence
and machine learning in predicting treatment outcomes.
We  included  clinical  trials,  meta-analyses,  systematic
reviews,  and  case  reports  involving  human  subjects,
provided  they  were  published  as  peer-reviewed  full-text
articles.  Exclusion  criteria  were  applied  to  filter  out
articles  unrelated  to  ICIs  or  their  adverse  effects,  non-
English publications, non-peer-reviewed materials, such as
editorials  or  opinion  pieces  lacking  primary  data,  and
animal-only  studies  unless  they  had  direct  translational
relevance  to  human  applications.  Studies  presenting
duplicative  data  already  covered  in  other  sources  were
also excluded.

1.4.  Selection  Process  and  Data  Extraction  and
Analysis

We  followed  a  structured  and  transparent  selection
process to identify eligible studies. We screened the titles
and abstracts to assess relevance, with studies clearly not
meeting the inclusion criteria being excluded at this stage.
Subsequently, full-text versions of the remaining articles
were  retrieved  and  thoroughly  reviewed  against  the
predefined inclusion and exclusion criteria to confirm their
eligibility.  For  data  extraction  and  analysis,  we  used  a
standardized  data  extraction  form to  ensure  consistency
and reliability.  This form captured essential information,
such as study design, sample size, patient demographics,
types of ICIs used, outcome measures including efficacy,
adverse  events,  and  resistance  mechanisms,  as  well  as
specific  notes  on  the  use  of  artificial  intelligence  and
machine  learning  methodologies,  where  applicable.

1.4.1.  Mechanism of  Action  of  Immune  Checkpoint
Inhibitors (ICIs)

A  protein  termed  CTLA-4,  which  functions  as  an
immune system regulator, is present in T-lymphocytes [8].
ICIs enable T-cells to become more active and efficiently
destroy  cancer  cells  by  inhibiting  CTLA-4.  Furthermore,
PD-1/PD-L1 inhibitors  block  the  expression  of  the  PD-L1
ligand in cancer cells [5, 9]. Because of this interference,
T-cells are able to eradicate cancer cells, and the tumor is
unable to elude the immune system. The over-expression
of  immunological  checkpoints  may  impair  the  immune
system's ability to identify and eliminate cancer cells. The
development  of  CTLA-4  inhibition  as  a  cancer
immunotherapy  strategy  was  made  possible  by  the
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identification  of  CTLA-4's  role  in  T-cell  negative
regulation.  Humanized  monoclonal  antibodies  were
created to block the interaction between CTLA-4 and its
ligand  (B7)  in  cancer  patients  after  preliminary  animal
experiments produced encouraging findings [10]. With an
emphasis on effectively stimulating the immune system as
a  therapeutic  target,  this  signaled  a  dramatic  change  in
the field of cancer immunotherapy.

1.4.2. CTLA-4 Inhibitors
By  interacting  with  its  ligands  CD80  and  CD86,

CTLA-4,  a  co-inhibitory  member  of  the  immunoglobulin
superfamily,  proves  to  be  essential  in  preventing  T  cell
activation  [11].  CD28  binds  these  ligands  as  well,  but
CTLA-4 has a higher affinity and competes with CD28 for
binding,  which  causes  T  cells  to  signal  negatively  [12].
CTLA-4 is effective in “the early phases of T-cell response
in lymph nodes because the ligands are mainly produced
on  antigen-presenting  cells  [13].  T-cell  proliferation  is
uncontrollably  increased  in  the  absence  of  CTLA-4
inhibitors. In models of breast, prostate, lymphoma, colon,
and  melanoma  cancers,  animal  research  has  shown
encouraging  anti-tumor  responses  [14,  15,  16,  17,  18].
Human IgG1 monoclonal antibody (mAb) against CTLA-4,
ipilimumab, was first approved in 2010 for the treatment
of  melanoma  [19].  This  treatment  showed  promise  for
long-term illness control, a persistent response that lasted
longer than 2.5 years, and a notable increase in survival
[20, 21].

1.4.3.  Programmed  Cell  Death  Protein-1  (PD-1)
Inhibitors

In  response  to  T-cell-mediated  events,  PD-1,  another
member of the immunoglobulin superfamily, is essential in
suppressing the signaling that leads to programmed cell
death [22]. As compared to CTLA-4, PD-1 is more broadly
expressed  and  present  in  the  tumor  micro-environment
(TME)  across  a  range  of  immune  cell  types.  T-cell
suppression  and  eventual  exhaustion  result  from  an
inhibitory  signal  that  PD-1  sends  when it  attaches  to  its
ligand, PD-L1 (B7-H1) [23, 24, 25]. The primary distinction
between PD-1 and CTLA-4 is that the latter predominantly
functions  to  restrict  T-cell  activity  in  peripheral  tissues
during later phases of tumor progression, whereas CTLA-4
regulates T-cell activity during the priming phase [26].

1.5. PD-L1 Inhibitors
PD-1  engages  in  interactions  with  its  ligands,  PD-L1

and PD-L2, which are expressed on normal dendritic cells,
immune cells,  and malignancies, in that order. Activated
immune cells are suppressed by this interaction [27, 28].
Tumor cells can proliferate abnormally because they use
the  PD-1/PD-L1  pathway  to  weaken  T-cell-mediated
immunity. For this reason, immunotherapy targets PD-L1
effectively. Atemalizumab, Durvalumab, and Avelumab are
the  humanized  IgG1  anti-PD-L1  monoclonal  antibodies
that have received FDA approval. Of them, atezolizumab
was authorized in 2016 to treat urothelial carcinoma [29].
The  mechanism  of  action,  indication,  dose,  and  year  of
approval of these drugs are given in Table 1.

Table 1. FDA-approved ICIs and their therapeutic uses.

ICIs Group Drug Class Approval Year Indications

CTLA-4 inhibitor Ipilimumab
1,3,10 mg/kg IV IgG1mAb 2010 Melanoma [34]

PD-1 inhibitor

Pembrolizumab
100,200,400 mg IV

IgG4mAb

2016 GC, urothelial carcinoma, cervical cancer, melanoma, NSCLC, HNSCC, and TNBC [35]

Nivolumab
120/240/480 mg IV 2014 Hodgkin's lymphoma, melanoma, NSCLC, RCC, HNSCC, HCC, ESCC, and pleural

mesothelioma [36]
Cemiplimab
350 mgIV 2018 Cutaneous squamous cell carcinoma [37]

PD-LI inhibitor

Atezolizumab
840/1200/1680 mg IV

IgG1mAb

2016 HCC, melanoma, SCLC, NSCLC, and urothelial carcinoma [38]

Durvalumab
1500mg IV 2017 Urothelial bladder cancer, NSCLC, SCLC,

BTC [39].
Avelumab
800 mgIV 2017 RCC, urothelial carcinoma, and Merkel cell carcinoma [40]

Table 2. Characteristics of irAEs associated with ICI.

ICI Group Type of irAEs Characteristics

Anti CTLA-4
antibodies

Diarrhoea, Colitis, Hepatotoxicity
Rashes, SJ Syndrome [52]

Myocarditis Respiratory, Pneumonitis
ITP [52], Endocrinopathy & Neuropathy [52]

10-30%- serious irAEs [44], Dose-dependent
Mostly occur within 8-12 weeks, Rashes- Earliest [53]

Diarrhea, colitis- most common [44], [54, 55, 56]

PD-1/PDL-1
inhibitors

“Rash, fatigue, arthralgia, headache, pruritus
Diarrhea, Colitis,

Pneumonitis, hepatitis, and endocrinopathies [57]
2.9% of patients on anti-PD1 therapy- neurological” irAEs [58].

Fewer irAEs compared to anti-CTL4 antibodies [50]
Common in the first 6 months [44]

Skin, hepatic, and pulmonary-related irAEs are more frequent than anti-CTLA4
antibodies [44]
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1.5.1.  Challenges  Associated  with  Immune
Checkpoint Inhibitors

Even though ICIs are revolutionizing immunotherapy,
their  effectiveness  may  be  affected  by  a  number  of
challenges  and problems.  Their  use  has  been associated
with both acquired and primary resistance (the tumor not
responding to therapy when it is administered for the first
time)  [30].  Approximately  one-third  of  patients  show
improvement during the first stage of treatment; however,
resistance  develops  with  time  [31].  One  of  the  main
drawbacks  of  these  medications  is  Immune-related
Adverse Events (irAEs), which can occur early in therapy
or  later  in  treatment  [32].  However,  a  recent  review
discussed the development of designer formulations in the
pharmaceutical  industry,  highlighting  their  role  in
enhancing  bioavailability,  solubility,  and  stability.  It
examined  the  use  of  ionic  liquids  and  deep  eutectic
solvents in improving drug permeability and solubilization
[33].  These  may  assist  in  developing  more  precise  ICIs
with enhanced efficacy.

1.6. Adverse Effect Profile of ICIs
The  chronic  toxicities  of  these  medicines,  although

frequently  mild,  can  impact  several  organ  systems  and
endure longer than anticipated. Fatal toxicities manifest in
0.4–1.2%  of  individuals,  underscoring  the  necessity  for
additional  research  on  long-term  immunological
consequences  [33].

1.6.1. Immune-related Adverse Events to ICIs (irAEs)
These responses differ from the adverse effects caused

by  traditional  chemotherapy.  Many  patients  experience
constitutional  symptoms,  skin  rashes,  and  colitis  [41].
Some individuals may even experience serious irAEs that
negatively affect the liver, heart, endocrine glands, skin,
and gastrointestinal tract [42, 43]. The specific drug being
used  and  the  patient's  individual  health  circumstances
dictate how often these adverse effects occur. ICIs have an
anticipated  0.3  percent  to  1.3  percent  chance  of  a  fatal
side  event  [44].  Although  the  danger  is  still  lower  than
with  chemotherapy  or  stem  cell  transplantation,  these
lethal  events  usually  happen  early  in  the  course  of
treatment  [45,  46].  Additionally,  the  kind  of  side  effect
may differ based on the medications used in combination.
For  instance,  patients  on  anti-CTLA-4  drugs  have  an
increased  risk  of  dying  from  colitis  [47,  48,  49],  but
patients  on  anti-PD-1  or  anti-PD-L1  drugs  have  an
increased risk of dying from pneumonitis (Table 2) [44, 50,
51].

1.6.2. Cardiac Toxicity
There  have  been  isolated  reports  of  cardiotoxicity

linked to ICIs; however, these cases are uncommon [57].
According to a recent report, patients treated aggressively
for melanoma with ipilimumab and nivolumab experienced
fulminant  myocarditis,  which  unfortunately  led  to  their
deaths  [57].  Interestingly,  apart  from  hypertension,
neither  patient  had  any  other  significant  risk  factors.
Eighteen occurrences (0.09%) of drug-related myocarditis

were  reported  from  a  large  database  of  20,594  patients
receiving  ICIs.  Remarkably,  patients  on  combination
therapy  (ipilimumab  plus  nivolumab)  had  a  higher
incidence  and  severity  of  myocarditis  (0.27%  versus
0.06%)  than  individuals  on  nivolumab  alone  [59].

1.6.3. Endocrine Adverse Drug Reactions
They can occur with ICI regimens, specifically causing

inflammation  of  the  pituitary  gland,  known  as
hypophysitis.  This  often  leads  to  enlargement  of  the
pituitary  gland,  with  the  anterior  pituitary  being  more
commonly affected than the posterior pituitary [60, 61, 62,
63]. According to a meta-analysis by Barroso-Sousa et al.
About  39%  of  patients  with  hypophysitis  experienced
symptoms that scored at least a grade 3 on the Common
Terminology  Criteria  for  Adverse  Events  [CTCAE]  scale
[64, 63]. Central hypothyroidism is the most common side
effect  of  ICIs,  followed  by  hypogonadism,  and  may  be
associated with central  adrenal insufficiency,  which may
potentially lead to a fatal adrenal crisis. The occurrence of
hypo physitis-  hypo pituitarism induced by ipilimumab is
not  dependent  on  cumulative  dosage  or  cycle  frequency
[62].  Nivolumab-ipilimumab  combination  therapy  is
associated with a higher incidence than with ipilimumab
alone  [64].  When  using  PD-1  inhibitors  instead  of
ipilimumab, the frequency of these side effects is reduced,
and  the  way  these  side  effects  manifest  themselves  also
varies, indicating different pathways [65].

Thyroid dysfunction is another frequent adverse event
that  can  manifest  as  either  thyrotoxicosis  or
hypothyroidism,  with  hypothyroidism  being  the  more
common presentation [48]. Thyrotoxicosis is often caused
by  silent  or  destructive  thyroiditis,  followed  by  the
development  of  hypothyroidism within  6  weeks  [61,  66].
Although  severe  cases  are  uncommon  and  necessitate
hospital admission, the majority of thyroid-related adverse
events  are  either  asymptomatic  or  produce  mild  to
moderate symptoms [67]. Women in their later years may
be  more  susceptible  to  thyroid  dysfunction  and  may
experience  more  severe  symptoms  of  the  condition  [68,
69, 70]. The anti-PD-1 class of drugs has the largest risk of
thyroid dysfunction,  according to studies by Barbarossa-
Sousa  et  al.  [64].  On  the  other  hand,  the  anti-CTLA-4
medication  ipilimumab  is  linked  to  the  least  amount  of
thyroid impairment.

ICI  treatment  is  linked  to  symptoms  that  resemble
those of type 1 diabetes. These include high autoantibody
levels and low or undetectable C-peptide levels [61, 70].
With  ICI  therapy,  the  incidence  rates  of  type  1  diabetes
mellitus  vary  from  0.2%  to  0.9%.  Rapid-onset  diabetic
ketoacidosis, on the other hand, has recently been linked
to  a  more  severe  course  of  disease  [71,  72].
Pembrolizumab  and  nivolumab  had  greater  incidence
rates  than  PD-L1  inhibitors  [70,  73].  Additionally,
combination therapy may raise the risk because symptoms
may manifest sooner after therapy starts [70, 73].

Less  than  2%  of  instances  result  in  primary  adrenal
insufficiency, a rare symptom of irAE episodes. In a meta-
analysis  research  by  Barroso-Sousa  et  al.,  43  cases  of
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primary adrenal insufficiency were observed among 5,831
patients (0.7%), with 14 cases (0.3%) categorized as grade
3 or above [64].

1.6.4. Hematologic Adverse Drug Reactions
The  ICI  therapy  can  impact  all  hematopoietic  cells,

with  the  occurrence  of  high-grade  anemia  according  to
CTCAE ranging from 0.1% to 17%, neutropenia from 0.4%
to 1.7%, and thrombocytopenia from 1.2% to 2.5% in the
patients  [74].  Other  less  common  adverse  reactions
include  hemolytic  anemia,  idiopathic  thrombocytopenic
purpura,  bone  marrow  failure,  and  Hemophagocytic
lymphohistiocytosis  (HLH)  [75,  76].

1.6.5. Skin-related Adverse Events
The most prevalent irCAEs involve lichenoid eruptions,

vitiligo,  pruritus,  eczematous  eruptions,  psoriasiform

eruptions,  and  medication  eruptions  associated  with
morbilliform disorders. Immunotherapy may be continued
because  they  are  usually  not  severe  [77,  78].  The  most
frequent type of immune-related adverse event (irAE) is a
morbilliform eruption, which is seen in twenty percent of
patients taking PD-1/PD-L1 inhibitors and in half  to two-
thirds of patients receiving CTLA-4 inhibitors [79, 80, 81].
These  eruptions,  which  manifest  as  itchy,  consolidating
macules  and  papules,  can  occur  within  the  first  3-6  six
weeks following the commencement of ICI.

Twenty-five to thirty-six percent of patients receiving
CTLA-4  inhibitors  and  47%  of  patients  receiving
combination ICI may experience pruritus, with or without
rash  [82,  83].  Nevertheless,  refractory  grade  3  pruritus
affects less than 3% of patients [72, 74]. The onset often
occurs  during  the  first  three  to  ten  weeks  of  treatment
[84].

Fig. (1). ICI treatment may sometimes lead to adverse outcomes. The figure represents organ-specific pathological outcomes in response
to ICI therapy.
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Table 3. Summary of the efficacy of ICIs across different cancer types.

Cancer Type Approved ICIs Clinical Outcomes Key References

Melanoma Pembrolizumab, Nivolumab,
Ipilimumab

Improved overall survival (OS) & progression-
free survival (PFS) KEYNOTE-006, CheckMate-067

Non-Small Cell Lung Cancer
(NSCLC)

Pembrolizumab, Nivolumab,
Atezolizumab, Durvalumab

Prolonged OS, durable responses, superior to
chemotherapy KEYNOTE-024, PACIFIC Trial

Renal Cell Carcinoma (RCC) Nivolumab, Atezolizumab Increased OS & objective response rates (ORR) CheckMate-214, JAVELIN Renal
101

Hepatocellular Carcinoma (HCC) Nivolumab, Pembrolizumab,
Atezolizumab + Bevacizumab

Improved PFS & OS, particularly in combination
therapy IMbrave150, KEYNOTE-240

Head and Neck Squamous Cell
Carcinoma (HNSCC) Nivolumab, Pembrolizumab Prolonged OS in recurrent/metastatic cases KEYNOTE-048, CheckMate-141

Triple-Negative Breast Cancer
(TNBC) Atezolizumab, Pembrolizumab Improved PFS in PD-L1+ tumors IMpassion130, KEYNOTE-355

Colorectal Cancer (MSI-
H/dMMR) Pembrolizumab, Nivolumab High ORR & durable responses in MSI-H

patients KEYNOTE-177, CheckMate-142

Bladder Cancer (Urothelial
Carcinoma)

Atezolizumab, Durvalumab,
Nivolumab, Pembrolizumab

Improved OS & durable responses in platinum-
refractory cases IMvigor210, KEYNOTE-045

Hodgkin’s Lymphoma Nivolumab, Pembrolizumab High ORR & PFS in relapsed/refractory cases CheckMate-205, KEYNOTE-087

Eczematous dermatitis affects up to 68% of patients on
anti-CTLA-4 agents and about twenty percent of patients
on  PD-1/PD-L1  inhibitors,  with  an  early  onset  occurring
within 6 weeks of therapy [84]. Clinical symptoms include
papules  and  poorly  defined,  coalescing  erythematous
patches with flexural predominance and subsequent skin
changes [81].  Vitiligo is  a  common skin manifestation in
patients  receiving  ICIs  for  metastatic  melanoma,  often
accompanied  by  poliosis  [77,  79,  79,  84].  Another  skin
symptom  that  affects  1-5%  of  patients  on  PD-1/PD-L1
inhibitors  is  bullous  pemphigoid  (BP)  [84].  Due  to  its
delayed  onset,  BP  is  one  of  the  irCAEs  with  longer
latencies  [77,  83,  85].

In rare cases, although with a poor prognosis (10% for
SJS and 50% for TEN), PD-1/PD-L1 inhibitors and CTLA-4
can result in Severe Cutaneous Adverse Reaction (SCAR),
such as  SJS and TEN [83].  Constitutional  symptoms and
generalized  erythema  are  the  initial  signs  of  these
responses.  Flaccid bullae with epidermal  separation and
mucosal involvement affecting different body areas follow
[83]. Morbilliform eruptions in patients using PD-1/PDL-1
inhibitors  should  be  regularly  examined  as  they  may
suggest progression to a SCAR [81, 86, 85]. A schematic
representation  is  provided  summarizing  all  the  adverse
outcomes in response to ICI dosage (Fig. 1).

Further,  the  individuals  on  treatment  with  ICIs  are
known  to  become  resistant  by  virtue  of  various
mechanisms.  The  treatment  of  Non-Small  Cell  Lung
Cancer  (NSCLC)  has  been  revolutionized  by  Immune
Checkpoint  Inhibitors  (ICIs),  which  have  expanded  the
treatment  of  the  disease  from advanced  to  early  stages.
Nevertheless, Immunotherapy (IO) resistance continues to
be  a  challenge,  which  is  motivating  research  into
resistance mechanisms and novel therapeutics that target
the  Tumor  Microenvironment  (TME)  and  immune
checkpoints  for  precision  immuno-oncology  [87].

Cytotoxic T-lymphocyte-associated protein 4 (CTLA-4)
and  the  programmed  cell  death  protein  1
(PD-1)/programmed  death-ligand  1  (PD-L1)  axis  are  the

targets  of  immune  checkpoint  inhibitors  that  have
revolutionized oncology by improving anti-tumor immune
responses.  Resistance—both  primary  and
acquired—continues to pose a challenge despite the fact
that  some  patients  achieve  durable  responses.
Development of predictive biomarkers and optimization of
treatment  strategies  may  be  facilitated  by  an
understanding  of  the  molecular  and  immunologic
mechanisms  of  ICI  response  and  resistance  [88].  The
Tumor Immune Microenvironment (TME) was analyzed to
investigate  immune  checkpoint  inhibitor  resistance  in
advanced  non-small  cell  lung  cancer  (NSCLC).  The
necessity  of  personalized  treatment  strategies  was
underscored  by  the  association  between  primary
resistance  and  poor  CD8+  T  cell  infiltration,  while
acquired resistance was associated with myeloid-derived
suppressor  cells,  M2  macrophages,  reduced  tumor-
reactive  CD8+  T  cells,  or  decreased  neoantigen
presentation  [89].  Henceforth,  understanding  these
mechanisms will help in identifying the potential targets.
Further, understanding the long-term effect of the ICIs in
various tumours will be of vital interest.

1.7.  Case  Studies  Demonstrating the  use  of  ICIs  in
Various Cancers

A  patient  with  lung  squamous  cell  carcinoma  and
lymphoma,  previously  treated  with  chemoradiotherapy
and a new PD-1 monoclonal antibody, experienced severe
Checkpoint Inhibitor Pneumonitis (CIP) and was brought
to  the  ICU  due  to  respiratory  failure.  Intensive  care
physicians  administered  anti-infective  medication,  with
hydration  management,  corticosteroids,  and  respiratory
and nutritional  support  for  the  case.  Metagenomic  next-
generation  sequencing  (mNGS)  excluded  severe
infections, facilitating tailored CIP therapy. The patient's
condition  stabilized,  resulting  in  a  successful  discharge.
This instance highlights the necessity for early detection
of  CIP,  with  mNGS  facilitating  its  differentiation  from
severe infections [90]. The 54-year-old lady with Stage IIIb
squamous  cell  carcinoma  (cT2aN3M0)  had  her  first
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chemoradiotherapy.  After  two  years,  drug-induced
pneumonitis  led  to  the  discontinuation  of  nivolumab
treatment  due  to  cancer  recurrence.  Prednisolone  and
eight cytotoxic medicines did not stop cervical lymph node
metastases.

The  tumor  expressed  10%  PD-L1.  She  underwent
palliative  neck  radiotherapy  for  enlarged  lymph  nodes
after  a  ninth-line  regimen  of  cisplatin,  gemcitabine,  and
necitumumab  four  years  after  diagnosis.  After  three
months of atezolizumab as the tenth-line treatment, tumor
reduction  was  considerable,  suggesting  radiation  and
cisplatin  may  have  raised  PD-L1  expression.  This
highlights the need for more studies on treatment history
and PD-L1 expression in squamous cell carcinoma [91].

Following  treatment  with  atezolizumab  and
tiragolumab, a 64-year-old male with laryngeal squamous
cell  carcinoma  developed  immune-mediated  hepatitis,
which  ultimately  resulted  in  liver  failure.  A  complete
recovery  was  achieved  through  intensive  care
management  and  plasma  exchange  [92].  A  79-year-old
man with metastatic renal clear cell  carcinoma who was
receiving  nivolumab  developed  dysphagia  and
choledocholithiasis. Endoscopy demonstrated esophagitis,
with  histopathology  results  suggesting  nivolumab-
associated  lymphocytic  esophagitis.  Proton  pump
inhibitors and steroids were administered to manage the
condition [93].

The  CheckMate  141  and  KEYNOTE  040  trials
demonstrated that anti-PD1 monotherapy improved overall
survival in patients with recurrent or metastatic head and
neck  squamous  cell  carcinoma who  had  failed  platinum-
based therapy.

Standard  chemotherapy  was  outperformed  by  both
nivolumab and pembrolizumab [94]. Despite the fact that
immune checkpoint inhibitors (ICI) can cause side effects,
the  CheckMate  141  and  KEYNOTE  040  trials  have
demonstrated  their  advantages,  which  will  enable  the
development  of  precision-based  strategies  to  reduce  off-
target  effects.  A  table  representing  the  various  cancer-
specific ICIs is represented (Table 3).

1.8.  The  Role  of  Artificial  Intelligence  in  Machine
Learning  for  Predicting  the  Outcome  of  ICI
Treatment

Few studies have demonstrated the potential benefits
of  artificial  intelligence  and  machine  learning  models  in
the context of ICIs. For example, a deep learning model,
Deep-IO,  was  created  to  predict  the  ICI  response  in
NSCLC  patients  using  H&E  images.  This  model
outperformed TMB and PD-L1 expression. The predictive
accuracy  of  Deep-IO  was  substantially  enhanced  by  the
combination  of  PD-L1  scores,  underscoring  its  potential
for optimizing immunotherapy selection [95]. LORIS, a six-
feature  logistic  regression  model,  was  engineered  to
outperform  current  biomarkers  in  the  prediction  of
Immune  Checkpoint  Blockade  (ICB)  response  across  18
solid  tumors.  It  provided  a  precise  tool  for  optimizing
immunotherapy  decisions  by  accurately  stratifying

patients based on response probability and survival [96].
Advancements  in  AI  and  machine  learning  have  enabled
predictive modeling of PD-L1, TMB, and TME, improving
immunotherapy  selection  in  lung  cancer.  Integrating
multi-omics  data  with  AI-driven  “digital  biopsy”  may
enhance precision medicine and clinical decision-making
[97]. To summarize, AI and ML have opened new avenues
to understand the various aspects of ICIs.

CONCLUSION
Our  understanding  of  the  safety  and  efficacy  of

immune  checkpoint  inhibitors  (ICIs)  has  significantly
improved  over  the  past  decade,  providing  valuable
insights into their therapeutic potential. The utilization of
ICIs in cancer treatment has significantly improved patient
outcomes;  however,  they  are  not  universally  efficacious
and present unique obstacles. A significant proportion of
patients either do not respond to ICIs (primary resistance)
or  eventually  develop  resistance  (acquired  resistance),
which  restricts  their  long-term  efficacy.  This  is  a
significant  limitation.  Furthermore,  Immune-related
Adverse  Events  (irAEs)  are  frequently  associated  with
ICIs. These events can be moderate to life-threatening and
frequently  necessitate  immunosuppressive  management,
which  has  the  potential  to  compromise  the  anti-tumor
response.

Artificial Intelligence (AI) and Machine Learning (ML)
have  begun  to  substantially  improve  our  methodology
regarding ICIs, in addition to therapeutic improvements.
In order to discover new biomarkers, enhance treatment
protocols, and forecast responses to ICIs, AI-driven models
can evaluate extensive patient data. In addition, the early
detection of irAEs can be enhanced by machine learning
algorithms, which can facilitate prompt intervention and
help to enhance patient safety. Nevertheless, the accuracy
and  generalizability  of  AI  and  ML-based  models  may  be
influenced  by  the  current  limitations  in  data  availability
and standardization, which are dependent on high-quality
and diverse datasets.

The incorporation of ICIs with chemotherapy, targeted
treatments,  and  radiotherapy  has  expanded  their
application  beyond  monotherapy,  leading  to  enhanced
clinical  outcomes.  The  development  of  predictive
biomarkers,  such  as  PD-L1  expression  and  Tumor
Mutational Burden (TMB), has improved patient selection,
ensuring that ICIs are administered to the individuals who
are most likely to benefit from them. Nevertheless, these
biomarkers are not always dependable, as some patients
with  high PD-L1 expression or  TMB still  fail  to  respond,
while  others  with  low  levels  may  derive  benefit.  This
underscores  the  necessity  of  more  accurate  predictive
tools.

Although  advancements  have  been  made,  there  are
still  obstacles  to  overcome  in  the  areas  of  optimizing
patient  selection,  managing  resistance,  mitigating
toxicities,  and  addressing  high  treatment  costs.  It  is
imperative to exercise caution when selecting appropriate
ICIs,  whether  as  monotherapy  or  in  combination  with
other therapies, in order to optimize their clinical efficacy
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in cancer treatment. The integration of AI and ML into this
dynamic environment enhances our ability to personalize
treatments  and  enhance  patient  outcomes;  however,
additional  research  is  required  to  further  refine  their
clinical  utility.

AUTHORS’ CONTRIBUTIONS
The authors confirm their contribution to the paper as

follows: SA and AKB contributed to writing, reviewing, and
editing,  while  SV  was  responsible  for  the
conceptualization.  All  authors  reviewed  the  results  and
approved the final version of the manuscript.

ETHICS  APPROVAL  AND  CONSENT  TO
PARTICIPATE

Not applicable.

HUMAN AND ANIMAL RIGHTS
Not applicable.

CONSENT FOR PUBLICATION
Not applicable.

STANDARDS OF REPORTING
Not applicable.

AVAILABILITY OF DATA AND MATERIALS
Not applicable.

FUNDING
None.

CONFLICT OF INTEREST
Sampara  Vasishta  is  the  Editorial  Advisory  Board

member  of  the  journal  TOBEJ.

ACKNOWLEDGEMENTS
The author would like to thank the Apollo Institute of

Medical  Sciences  and  Research,  Chittoor,  for  providing
the infrastructure for this study.

REFERENCES
S.  Rezasoltani,  A.  Yadegar,  A.H.  Aghdaei,  and  R.M.  Zali,[1]
"Modulatory effects of gut microbiome in cancer immunotherapy:
A novel paradigm for blockade of immune checkpoint inhibitors",
Cancer Med., vol. 10, no. 3, pp. 1141-1154, 2021.
[http://dx.doi.org/10.1002/cam4.3694] [PMID: 33369247]
S.  Vafaei,  A.O.  Zekiy,  R.A.  Khanamir,  B.A.  Zaman,  A.[2]
Ghayourvahdat,  H.  Azimizonuzi,  and  M.  Zamani,  "Combination
therapy with immune checkpoint inhibitors (ICIs); a new frontier",
Cancer Cell Int., vol. 22, no. 1, p. 2, 2022.
[http://dx.doi.org/10.1186/s12935-021-02407-8]  [PMID:
34980128]
J.J. Havel, D. Chowell, and T.A. Chan, "The evolving landscape of[3]
biomarkers  for  checkpoint  inhibitor  immunotherapy",  Nat.  Rev.
Cancer, vol. 19, no. 3, pp. 133-150, 2019.
[http://dx.doi.org/10.1038/s41568-019-0116-x] [PMID: 30755690]
D.  Zhang,  J.  Zhao,  Y.  Zhang,  H.  Jiang,  and  D.  Liu,  "Revisiting[4]
immune checkpoint inhibitors: New strategies to enhance efficacy
and reduce toxicity", Front. Immunol., vol. 15, p. 1490129, 2024.
[http://dx.doi.org/10.3389/fimmu.2024.1490129]  [PMID:
39720720]
B.L.  Russell,  S.A.  Sooklal,  S.T.  Malindisa,  L.J.  Daka,  and  M.[5]

Ntwasa,  "The  tumor  microenvironment  factors  that  promote
resistance  to  immune  checkpoint  blockade  therapy",  Front.
Oncol.,  vol.  11,  p.  641428,  2021.
[http://dx.doi.org/10.3389/fonc.2021.641428] [PMID: 34268109]
X. Yin, Y. Song, W. Deng, N. Blake, X. Luo, and J. Meng, "Potential[6]
predictive biomarkers  in  antitumor immunotherapy:  Navigating
the  future  of  antitumor  treatment  and  immune  checkpoint
inhibitor  efficacy",  Front.  Oncol.,  vol.  14,  p.  1483454,  2024.
[http://dx.doi.org/10.3389/fonc.2024.1483454] [PMID: 39655071]
S. Tan, D. Day, S.J. Nicholls, and E. Segelov, "Immune checkpoint[7]
inhibitor therapy in oncology", JACC Cardiooncol.,  vol. 4, no. 5,
pp. 579-597, 2022.
[http://dx.doi.org/10.1016/j.jaccao.2022.09.004]  [PMID:
36636451]
E.I. Buchbinder, and A. Desai, "CTLA-4 and PD-1 pathways", Am.[8]
J. Clin. Oncol., vol. 39, no. 1, pp. 98-106, 2016.
[http://dx.doi.org/10.1097/COC.0000000000000239]  [PMID:
26558876]
D.B. Doroshow, S. Bhalla, M.B. Beasley, L.M. Sholl, K.M. Kerr, S.[9]
Gnjatic, I.I. Wistuba, D.L. Rimm, M.S. Tsao, and F.R. Hirsch, "PD-
L1 as a biomarker of response to immune-checkpoint inhibitors",
Nat. Rev. Clin. Oncol., vol. 18, no. 6, pp. 345-362, 2021.
[http://dx.doi.org/10.1038/s41571-021-00473-5]  [PMID:
33580222]
A.  Hoos,  R.  Ibrahim,  A.  Korman,  K.  Abdallah,  D.  Berman,  V.[10]
Shahabi, K. Chin, R. Canetta, and R. Humphrey, "Development of
ipilimumab:  Contribution  to  a  new  paradigm  for  cancer
immunotherapy", Semin. Oncol., vol. 37, no. 5, pp. 533-546, 2010.
[http://dx.doi.org/10.1053/j.seminoncol.2010.09.015]  [PMID:
21074069]
D.R. Littman, "Releasing the brakes on cancer immunotherapy",[11]
Cell, vol. 162, no. 6, pp. 1186-1190, 2015.
[http://dx.doi.org/10.1016/j.cell.2015.08.038] [PMID: 26359975]
M.L.  Alegre,  K.A.  Frauwirth,  and  C.B.  Thompson,  "T-cell[12]
regulation by CD28 and CTLA-4", Nat. Rev. Immunol., vol. 1, no.
3, pp. 220-228, 2001.
[http://dx.doi.org/10.1038/35105024] [PMID: 11905831]
B.T.  Fife,  and  J.A.  Bluestone,  "Control  of  peripheral  T‐cell[13]
tolerance and autoimmunity via the CTLA‐4 and PD‐1 pathways",
Immunol. Rev., vol. 224, no. 1, pp. 166-182, 2008.
[http://dx.doi.org/10.1111/j.1600-065X.2008.00662.x]  [PMID:
18759926]
V.A.  Elsas,  A.A.  Hurwitz,  and  J.P.  Allison,  "Combination[14]
immunotherapy  of  B16  melanoma  using  anti-cytotoxic  T
lymphocyte-associated  antigen  4  (CTLA-4)  and
granulocyte/macrophage  colony-stimulating  factor  (GM-CSF)-
producing  vaccines  induces  rejection  of  subcutaneous  and
metastatic tumors accompanied by autoimmune depigmentation",
J. Exp. Med., vol. 190, no. 3, pp. 355-366, 1999.
[http://dx.doi.org/10.1084/jem.190.3.355] [PMID: 10430624]
E.D. Kwon, A.A. Hurwitz, B.A. Foster, C. Madias, A.L. Feldhaus,[15]
N.M. Greenberg, M.B. Burg, and J.P. Allison, "Manipulation of T
cell  costimulatory  and  inhibitory  signals  for  immunotherapy  of
prostate cancer", Proc. Natl. Acad. Sci. USA, vol. 94, no. 15, pp.
8099-8103, 1997.
[http://dx.doi.org/10.1073/pnas.94.15.8099] [PMID: 9223321]
V.J.A. Ginderachter, Y. Liu, A.B. Geldhof, L. Brijs, K. Thielemans,[16]
D.P.  Baetselier,  and  G.  Raes,  "B7-1,  IFNγ  and  anti-CTLA-4  co-
operate  to  prevent  T-cell  tolerization  during  immunotherapy
against a murine T-lymphoma", Int. J. Cancer, vol. 87, no. 4, pp.
539-547, 2000.
[http://dx.doi.org/10.1002/1097-0215(20000815)87:4<539::AID-IJ
C13>3.0.CO;2-E] [PMID: 10918195]
A.  Saha,  and  S.K.  Chatterjee,  "Combination  of  CTL-associated[17]
antigen-4  blockade  and  depletion  of  CD25  regulatory  T  cells
enhance  tumour  immunity  of  dendritic  cell-based  vaccine  in  a
mouse model of colon cancer", Scand. J. Immunol., vol. 71, no. 2,
pp. 70-82, 2010.
[http://dx.doi.org/10.1111/j.1365-3083.2009.02355.x]  [PMID:
20384858]

http://dx.doi.org/10.1002/cam4.3694
http://www.ncbi.nlm.nih.gov/pubmed/33369247
http://dx.doi.org/10.1186/s12935-021-02407-8
http://www.ncbi.nlm.nih.gov/pubmed/34980128
http://dx.doi.org/10.1038/s41568-019-0116-x
http://www.ncbi.nlm.nih.gov/pubmed/30755690
http://dx.doi.org/10.3389/fimmu.2024.1490129
http://www.ncbi.nlm.nih.gov/pubmed/39720720
http://dx.doi.org/10.3389/fonc.2021.641428
http://www.ncbi.nlm.nih.gov/pubmed/34268109
http://dx.doi.org/10.3389/fonc.2024.1483454
http://www.ncbi.nlm.nih.gov/pubmed/39655071
http://dx.doi.org/10.1016/j.jaccao.2022.09.004
http://www.ncbi.nlm.nih.gov/pubmed/36636451
http://dx.doi.org/10.1097/COC.0000000000000239
http://www.ncbi.nlm.nih.gov/pubmed/26558876
http://dx.doi.org/10.1038/s41571-021-00473-5
http://www.ncbi.nlm.nih.gov/pubmed/33580222
http://dx.doi.org/10.1053/j.seminoncol.2010.09.015
http://www.ncbi.nlm.nih.gov/pubmed/21074069
http://dx.doi.org/10.1016/j.cell.2015.08.038
http://www.ncbi.nlm.nih.gov/pubmed/26359975
http://dx.doi.org/10.1038/35105024
http://www.ncbi.nlm.nih.gov/pubmed/11905831
http://dx.doi.org/10.1111/j.1600-065X.2008.00662.x
http://www.ncbi.nlm.nih.gov/pubmed/18759926
http://dx.doi.org/10.1084/jem.190.3.355
http://www.ncbi.nlm.nih.gov/pubmed/10430624
http://dx.doi.org/10.1073/pnas.94.15.8099
http://www.ncbi.nlm.nih.gov/pubmed/9223321
http://dx.doi.org/10.1002/1097-0215(20000815)87:4<539::AID-IJC13>3.0.CO;2-E
http://dx.doi.org/10.1002/1097-0215(20000815)87:4<539::AID-IJC13>3.0.CO;2-E
http://www.ncbi.nlm.nih.gov/pubmed/10918195
http://dx.doi.org/10.1111/j.1365-3083.2009.02355.x
http://www.ncbi.nlm.nih.gov/pubmed/20384858


Immune Checkpoint Inhibitors in Therapeutics 9

R.P.M.  Sutmuller,  V.L.M.  Duivenvoorde,  V.A.  Elsas,  T.N.M.[18]
Schumacher,  M.E.  Wildenberg,  J.P.  Allison,  R.E.M.  Toes,  R.
Offringa, and C.J.M. Melief, "Synergism of cytotoxic T lymphocyte-
associated  antigen  4  blockade  and  depletion  of  CD25(+)
regulatory  T  cells  in  antitumor  therapy  reveals  alternative
pathways for suppression of autoreactive cytotoxic T lymphocyte
responses", J. Exp. Med., vol. 194, no. 6, pp. 823-832, 2001.
[http://dx.doi.org/10.1084/jem.194.6.823] [PMID: 11560997]
P.  Boasberg,  O.  Hamid,  and S.  O’Day,  "Ipilimumab:  Unleashing[19]
the  power  of  the  immune  system  through  CTLA-4  blockade",
Semin. Oncol., vol. 37, no. 5, pp. 440-449, 2010.
[http://dx.doi.org/10.1053/j.seminoncol.2010.09.004]  [PMID:
21074058]
C.  Robert,  L.  Thomas,  I.  Bondarenko,  S.  O’Day,  J.  Weber,  C.[20]
Garbe, C. Lebbe, J.F. Baurain, A. Testori, J.J. Grob, N. Davidson, J.
Richards,  M.  Maio,  A.  Hauschild,  W.H.  Miller  Jr,  P.  Gascon,  M.
Lotem,  K.  Harmankaya,  R.  Ibrahim,  S.  Francis,  T.T.  Chen,  R.
Humphrey,  A.  Hoos,  and  J.D.  Wolchok,  "Ipilimumab  plus
dacarbazine for  previously  untreated metastatic  melanoma",  N.
Engl. J. Med., vol. 364, no. 26, pp. 2517-2526, 2011.
[http://dx.doi.org/10.1056/NEJMoa1104621] [PMID: 21639810]
F.S. Hodi, S.J. O’Day, D.F. McDermott, R.W. Weber, J.A. Sosman,[21]
J.B. Haanen, R. Gonzalez, C. Robert, D. Schadendorf, J.C. Hassel,
W.  Akerley,  D.V.A.J.M.  Eertwegh,  J.  Lutzky,  P.  Lorigan,  J.M.
Vaubel,  G.P.  Linette,  D.  Hogg,  C.H.  Ottensmeier,  C.  Lebbé,  C.
Peschel, I. Quirt, J.I. Clark, J.D. Wolchok, J.S. Weber, J. Tian, M.J.
Yellin, G.M. Nichol, A. Hoos, and W.J. Urba, "Improved survival
with ipilimumab in patients with metastatic melanoma", N. Engl.
J. Med., vol. 363, no. 8, pp. 711-723, 2010.
[http://dx.doi.org/10.1056/NEJMoa1003466] [PMID: 20525992]
L.V. Riella, A.M. Paterson, A.H. Sharpe, and A. Chandraker, "Role[22]
of the PD-1 pathway in the immune response", Am. J. Transplant.,
vol. 12, no. 10, pp. 2575-2587, 2012.
[http://dx.doi.org/10.1111/j.1600-6143.2012.04224.x]  [PMID:
22900886]
A.A.  Davis,  and  V.G.  Patel,  "The  role  of  PD-L1  expression  as  a[23]
predictive  biomarker:  An  analysis  of  all  US  Food  and  Drug
Administration (FDA) approvals of immune checkpoint inhibitors",
J. Immunother. Cancer, vol. 7, no. 1, p. 278, 2019.
[http://dx.doi.org/10.1186/s40425-019-0768-9] [PMID: 31655605]
C.  Sun,  R.  Mezzadra,  and  T.N.  Schumacher,  "Regulation  and[24]
function of the PD-L1 checkpoint", Immunity, vol. 48, no. 3, pp.
434-452, 2018.
[http://dx.doi.org/10.1016/j.immuni.2018.03.014]  [PMID:
29562194]
S.  Amarnath,  C.W.  Mangus,  J.C.M.  Wang,  F.  Wei,  A.  He,  V.[25]
Kapoor,  J.E.  Foley,  P.R.  Massey,  T.C.  Felizardo,  J.L.  Riley,  B.L.
Levine, C.H. June, J.A. Medin, and D.H. Fowler, "The PDL1-PD1
axis  converts  human  TH1  cells  into  regulatory  T  cells",  Sci.
Transl.  Med.,  vol.  3,  no.  111,  p.  111ra120,  2011.
[http://dx.doi.org/10.1126/scitranslmed.3003130]  [PMID:
22133721]
F.K. Dermani, P. Samadi, G. Rahmani, A.K. Kohlan, and R. Najafi,[26]
"PD‐1/PD‐L1  immune  checkpoint:  Potential  target  for  cancer
therapy", J. Cell. Physiol., vol. 234, no. 2, pp. 1313-1325, 2019.
[http://dx.doi.org/10.1002/jcp.27172] [PMID: 30191996]
Y.  Dong,  Q.  Sun,  and  X.  Zhang,  "PD-1  and  its  ligands  are[27]
important immune checkpoints in cancer", Oncotarget, vol. 8, no.
2, pp. 2171-2186, 2017.
[http://dx.doi.org/10.18632/oncotarget.13895] [PMID: 27974689]
C. Granier, D.E. Guillebon, C. Blanc, H. Roussel, C. Badoual, E.[28]
Colin,  A.  Saldmann,  A.  Gey,  S.  Oudard,  and  E.  Tartour,
"Mechanisms  of  action  and  rationale  for  the  use  of  checkpoint
inhibitors in cancer", ESMO Open, vol. 2, no. 2, p. e000213, 2017.
[http://dx.doi.org/10.1136/esmoopen-2017-000213]  [PMID:
28761757]
A.  Markham,  "Atezolizumab:  First  global  approval",  Drugs,  vol.[29]
76, no. 12, pp. 1227-1232, 2016.
[http://dx.doi.org/10.1007/s40265-016-0618-8] [PMID: 27412122]
P. Sharma, S. Hu-Lieskovan, J.A. Wargo, and A. Ribas, "Primary,[30]

adaptive,  and  acquired  resistance  to  cancer  immunotherapy",
Cell, vol. 168, no. 4, pp. 707-723, 2017.
[http://dx.doi.org/10.1016/j.cell.2017.01.017] [PMID: 28187290]
J.M.  Zaretsky,  A.  Garcia-Diaz,  D.S.  Shin,  H.  Escuin-Ordinas,  W.[31]
Hugo,  S.  Hu-Lieskovan,  D.Y.  Torrejon,  G.  Abril-Rodriguez,  S.
Sandoval,  L.  Barthly,  J.  Saco,  H.B.  Moreno,  R.  Mezzadra,  B.
Chmielowski, K. Ruchalski, I.P. Shintaku, P.J.  Sanchez, C. Puig-
Saus,  G.  Cherry,  E.  Seja,  X.  Kong,  J.  Pang,  B.  Berent-Maoz,  B.
Comin-Anduix,  T.G.  Graeber,  P.C.  Tumeh,  T.N.M.  Schumacher,
R.S.  Lo,  and  A.  Ribas,  "Mutations  associated  with  acquired
resistance to PD-1 blockade in melanoma", N. Engl. J. Med., vol.
375, no. 9, pp. 819-829, 2016.
[http://dx.doi.org/10.1056/NEJMoa1604958] [PMID: 38416430]
O.  Nigro,  G.  Pinotti,  D.F.  Galitiis,  D.F.R.  Pietro,  R.  Giusti,  M.[32]
Filetti, M. Bersanelli, A. Lazzarin, P. Bordi, A. Catino, P. Pizzutilo,
D. Galetta, P. Marchetti, A. Botticelli, S. Scagnoli, M. Russano, D.
Santini, M. Torniai, R. Berardi, B. Ricciuti, D.A. Giglio, R. Chiari,
A.  Russo,  V.  Adamo,  M.  Tudini,  R.R.  Silva,  E.  Bolzacchini,  M.
Giordano,  D.P.  Marino,  D.M.  Tursi,  E.  Rijavec,  M.  Ghidini,  I.
Vallini, L.S. Stucci, M. Tucci, L. Pala, F. Conforti, P. Queirolo, E.
Tanda,  F.  Spagnolo,  F.  Cecchi,  S.  Bracarda,  S.  Macrini,  M.
Santoni, N. Battelli, M.C. Fargnoli, G. Porzio, A. Tuzi, M.B. Suter,
C.  Ficorella,  and  A.  Cortellini,  "Late  immune-related  adverse
events  in  long-term  responders  to  PD-1/PD-L1  checkpoint
inhibitors:  A  multicentre  study",  Eur.  J.  Cancer,  vol.  134,  pp.
19-28, 2020.
[http://dx.doi.org/10.1016/j.ejca.2020.04.025] [PMID: 32454395]
D. Dhiman, M. Alhammadi, H. Kim, R. Umapathi, Y.S. Huh, and P.[33]
Venkatesu,  "Designer  solvents  for  pharmaceutics:  Role  of  ionic
liquids/ deep eutectic solvents in pharmaceutical formulations",
Adv. Ther., vol. 7, no. 8, p. 2400090, 2024.
[http://dx.doi.org/10.1002/adtp.202400090]
P. Savoia, C. Astrua, and P. Fava, "Ipilimumab (Anti-Ctla-4 Mab)[34]
in  the  treatment  of  metastatic  melanoma:  Effectiveness  and
toxicity management", Hum. Vaccin. Immunother., vol. 12, no. 5,
pp. 1092-1101, 2016.
[http://dx.doi.org/10.1080/21645515.2015.1129478]  [PMID:
26889818]
A.M.  Basudan,  "The  role  of  immune  checkpoint  inhibitors  in[35]
cancer therapy", Clin. Pract., vol. 13, no. 1, pp. 22-40, 2022.
[http://dx.doi.org/10.3390/clinpract13010003] [PMID: 36648843]
K. Hotta, N. Fujimoto, T. Kozuki, K. Aoe, and K. Kiura, "Nivolumab[36]
for the treatment of unresectable pleural mesothelioma", Expert
Opin. Biol. Ther., vol. 20, no. 2, pp. 109-114, 2020.
[http://dx.doi.org/10.1080/14712598.2020.1703945]  [PMID:
31825692]
D.T.  Goodman,  "Cemiplimab  and  cutaneous  squamous  cell[37]
carcinoma:  From  bench  to  bedside",  JPRAS  Open,  vol.  33,  pp.
155-160, 2022.
[http://dx.doi.org/10.1016/j.jpra.2022.06.003] [PMID: 36046255]
C.H. Chou, and L.F. Hsu, "Model-based simulation to support the[38]
extended  dosing  regimens  of  atezolizumab",  Eur.  J.  Clin.
Pharmacol.,  vol.  77,  no.  1,  pp.  87-93,  2021.
[http://dx.doi.org/10.1007/s00228-020-02980-3]  [PMID:
32808071]
S.  Fung,  and  Y.Y.  Syed,  "Durvalumab:  A  review  in  advanced[39]
biliary tract cancer", Target. Oncol., vol. 18, no. 6, pp. 965-972,
2023.
[http://dx.doi.org/10.1007/s11523-023-01007-y] [PMID: 37943483]
L.M.  Cordes,  and  J.L.  Gulley,  "Avelumab  for  the  treatment  of[40]
metastatic Merkel cell  carcinoma", Drugs Today, vol.  53, no.  7,
pp. 377-383, 2017.
[http://dx.doi.org/10.1358/dot.2017.53.7.2654888]  [PMID:
28837181]
I. Puzanov, A. Diab, K. Abdallah, C.O. Bingham III, C. Brogdon, R.[41]
Dadu,  L.  Hamad,  S.  Kim,  M.E.  Lacouture,  N.R.  LeBoeuf,  D.
Lenihan,  C.  Onofrei,  V.  Shannon,  R.  Sharma,  A.W.  Silk,  D.
Skondra, M.E. Suarez-Almazor, Y. Wang, K. Wiley, H.L. Kaufman,
and M.S. Ernstoff, "Managing toxicities associated with immune
checkpoint  inhibitors:  Consensus  recommendations  from  the

http://dx.doi.org/10.1084/jem.194.6.823
http://www.ncbi.nlm.nih.gov/pubmed/11560997
http://dx.doi.org/10.1053/j.seminoncol.2010.09.004
http://www.ncbi.nlm.nih.gov/pubmed/21074058
http://dx.doi.org/10.1056/NEJMoa1104621
http://www.ncbi.nlm.nih.gov/pubmed/21639810
http://dx.doi.org/10.1056/NEJMoa1003466
http://www.ncbi.nlm.nih.gov/pubmed/20525992
http://dx.doi.org/10.1111/j.1600-6143.2012.04224.x
http://www.ncbi.nlm.nih.gov/pubmed/22900886
http://dx.doi.org/10.1186/s40425-019-0768-9
http://www.ncbi.nlm.nih.gov/pubmed/31655605
http://dx.doi.org/10.1016/j.immuni.2018.03.014
http://www.ncbi.nlm.nih.gov/pubmed/29562194
http://dx.doi.org/10.1126/scitranslmed.3003130
http://www.ncbi.nlm.nih.gov/pubmed/22133721
http://dx.doi.org/10.1002/jcp.27172
http://www.ncbi.nlm.nih.gov/pubmed/30191996
http://dx.doi.org/10.18632/oncotarget.13895
http://www.ncbi.nlm.nih.gov/pubmed/27974689
http://dx.doi.org/10.1136/esmoopen-2017-000213
http://www.ncbi.nlm.nih.gov/pubmed/28761757
http://dx.doi.org/10.1007/s40265-016-0618-8
http://www.ncbi.nlm.nih.gov/pubmed/27412122
http://dx.doi.org/10.1016/j.cell.2017.01.017
http://www.ncbi.nlm.nih.gov/pubmed/28187290
http://dx.doi.org/10.1056/NEJMoa1604958
http://www.ncbi.nlm.nih.gov/pubmed/38416430
http://dx.doi.org/10.1016/j.ejca.2020.04.025
http://www.ncbi.nlm.nih.gov/pubmed/32454395
http://dx.doi.org/10.1002/adtp.202400090
http://dx.doi.org/10.1080/21645515.2015.1129478
http://www.ncbi.nlm.nih.gov/pubmed/26889818
http://dx.doi.org/10.3390/clinpract13010003
http://www.ncbi.nlm.nih.gov/pubmed/36648843
http://dx.doi.org/10.1080/14712598.2020.1703945
http://www.ncbi.nlm.nih.gov/pubmed/31825692
http://dx.doi.org/10.1016/j.jpra.2022.06.003
http://www.ncbi.nlm.nih.gov/pubmed/36046255
http://dx.doi.org/10.1007/s00228-020-02980-3
http://www.ncbi.nlm.nih.gov/pubmed/32808071
http://dx.doi.org/10.1007/s11523-023-01007-y
http://www.ncbi.nlm.nih.gov/pubmed/37943483
http://dx.doi.org/10.1358/dot.2017.53.7.2654888
http://www.ncbi.nlm.nih.gov/pubmed/28837181


10   The Open Biomedical Engineering Journal, 2025, Vol. 19 Adiga et al.

Society  for  Immunotherapy  of  Cancer  (SITC)  Toxicity
Management Working Group", J. Immunother. Cancer, vol. 5, no.
1, p. 95, 2017.
[http://dx.doi.org/10.1186/s40425-017-0300-z] [PMID: 29162153]
M. Sznol, M.A. Postow, M.J. Davies, A.C. Pavlick, E.R. Plimack, M.[42]
Shaheen, C. Veloski, and C. Robert, "Endocrine-related adverse
events associated with immune checkpoint blockade and expert
insights on their management", Cancer Treat. Rev., vol. 58, pp.
70-76, 2017.
[http://dx.doi.org/10.1016/j.ctrv.2017.06.002] [PMID: 28689073]
E.  Rajha,  P.  Chaftari,  M.  Kamal,  J.  Maamari,  C.  Chaftari,  and[43]
S.C.J.  Yeung,  "Gastrointestinal  adverse  events  associated  with
immune checkpoint inhibitor therapy", Gastroenterol. Rep., vol. 8,
no. 1, pp. 25-30, 2020.
[http://dx.doi.org/10.1093/gastro/goz065] [PMID: 32104583]
F.  Martins,  L.  Sofiya,  G.P.  Sykiotis,  F.  Lamine,  M.  Maillard,  M.[44]
Fraga,  K.  Shabafrouz,  C.  Ribi,  A.  Cairoli,  Y.  Guex-Crosier,  T.
Kuntzer,  O.  Michielin,  S.  Peters,  G.  Coukos,  F.  Spertini,  J.A.
Thompson, and M. Obeid, "Adverse effects of immune-checkpoint
inhibitors:  Epidemiology,  management  and  surveillance",  Nat.
Rev. Clin. Oncol., vol. 16, no. 9, pp. 563-580, 2019.
[http://dx.doi.org/10.1038/s41571-019-0218-0] [PMID: 31092901]
J.P.  Pignon,  H.  Tribodet,  G.V.  Scagliotti,  J.Y.  Douillard,  F.A.[45]
Shepherd,  R.J.  Stephens,  A.  Dunant,  V.  Torri,  R.  Rosell,  L.
Seymour, S.G. Spiro, E. Rolland, R. Fossati, D. Aubert, K. Ding, D.
Waller, and L.T. Chevalier, "Lung adjuvant cisplatin evaluation: A
pooled analysis by the LACE Collaborative Group", J. Clin. Oncol.,
vol. 26, no. 21, pp. 3552-3559, 2008.
[http://dx.doi.org/10.1200/JCO.2007.13.9030] [PMID: 18506026]
T.A. Gooley, J.W. Chien, S.A. Pergam, S. Hingorani, M.L. Sorror,[46]
M.  Boeckh,  P.J.  Martin,  B.M.  Sandmaier,  K.A.  Marr,  F.R.
Appelbaum,  R.  Storb,  and  G.B.  McDonald,  "Reduced  mortality
after  allogeneic  hematopoietic-cell  transplantation",  N.  Engl.  J.
Med., vol. 363, no. 22, pp. 2091-2101, 2010.
[http://dx.doi.org/10.1056/NEJMoa1004383] [PMID: 21105791]
A.  Gupta,  D.K.M.  Felice,  E.V.  Loftus  Jr,  and  S.  Khanna,[47]
"Systematic review: Colitis associated with anti‐ CTLA ‐4 therapy",
Aliment. Pharmacol. Ther., vol. 42, no. 4, pp. 406-417, 2015.
[http://dx.doi.org/10.1111/apt.13281] [PMID: 26079306]
C. Boutros, A. Tarhini, E. Routier, O. Lambotte, F.L. Ladurie, F.[48]
Carbonnel, H. Izzeddine, A. Marabelle, S. Champiat, A. Berdelou,
E. Lanoy, M. Texier, C. Libenciuc, A.M.M. Eggermont, J.C. Soria,
C. Mateus, and C. Robert, "Safety profiles of anti-CTLA-4 and anti-
PD-1 antibodies alone and in combination", Nat. Rev. Clin. Oncol.,
vol. 13, no. 8, pp. 473-486, 2016.
[http://dx.doi.org/10.1038/nrclinonc.2016.58] [PMID: 27141885]
A.  Bertrand,  M.  Kostine,  T.  Barnetche,  M.E.  Truchetet,  and  T.[49]
Schaeverbeke, "Immune related adverse events associated with
anti-CTLA-4  antibodies:  Systematic  review  and  meta-analysis",
BMC Med., vol. 13, no. 1, p. 211, 2015.
[http://dx.doi.org/10.1186/s12916-015-0455-8] [PMID: 26337719]
M. Collins, J.M. Michot, F.X. Danlos, C. Mussini, E. Soularue, C.[50]
Mateus, D. Loirat, A. Buisson, I. Rosa, O. Lambotte, S. Laghouati,
N.  Chaput,  C.  Coutzac,  A.L.  Voisin,  J.C.  Soria,  A.  Marabelle,  S.
Champiat,  C.  Robert,  and  F.  Carbonnel,  "Inflammatory
gastrointestinal  diseases  associated  with  PD-1  blockade
antibodies", Ann. Oncol., vol. 28, no. 11, pp. 2860-2865, 2017.
[http://dx.doi.org/10.1093/annonc/mdx403] [PMID: 29045560]
J.C. Hassel, L. Heinzerling, J. Aberle, O. Bähr, T.K. Eigentler, M.O.[51]
Grimm, V. Grünwald, J. Leipe, N. Reinmuth, J.K. Tietze, J. Trojan,
L.  Zimmer,  and  R.  Gutzmer,  "Combined  immune  checkpoint
blockade (anti-PD-1/anti-CTLA-4): Evaluation and management of
adverse drug reactions", Cancer Treat. Rev., vol. 57, pp. 36-49,
2017.
[http://dx.doi.org/10.1016/j.ctrv.2017.05.003] [PMID: 28550712]
X. Liu, Y. Shi, D. Zhang, Q. Zhou, J. Liu, M. Chen, Y. Xu, J. Zhao,[52]
W. Zhong, and M. Wang, "Risk factors for immune-related adverse
events:  What  have we learned and what  lies  ahead?",  Biomark.
Res., vol. 9, no. 1, p. 79, 2021.
[http://dx.doi.org/10.1186/s40364-021-00314-8]  [PMID:

34732257]
L.  Khoja,  D.  Day,  T.  Wei-Wu  Chen,  L.L.  Siu,  and  A.R.  Hansen,[53]
"Tumour- and class-specific patterns of immune-related adverse
events  of  immune  checkpoint  inhibitors:  A  systematic  review",
Ann. Oncol., vol. 28, no. 10, pp. 2377-2385, 2017.
[http://dx.doi.org/10.1093/annonc/mdx286] [PMID: 28945858]
D.A.  Barth,  S.  Stanzer,  J.  Spiegelberg,  T.  Bauernhofer,  G.[54]
Absenger, F. Posch, R. Lipp, M. Halm, J. Szkandera, M. Balic, A.
Gerger, M.A. Smolle, G.C. Hutterer, C. Klec, P.J. Jost, J. Kargl, M.
Stradner,  and  M.  Pichler,  "Evaluation  of  autoantibodies  as
predictors  of  treatment  response  and  immune‐related  adverse
events during the treatment with immune checkpoint inhibitors: A
prospective longitudinal pan‐cancer study", Cancer Med., vol. 11,
no. 16, pp. 3074-3083, 2022.
[http://dx.doi.org/10.1002/cam4.4675] [PMID: 35297215]
J.  B.  A.  G.  Haanen,  "Management  of  toxicities  from[55]
immunotherapy: ESMO Clinical Practice Guidelines for diagnosis,
treatment and follow-up",  Ann.  Oncol.,  vol.  28,  no.  suppl_4,  pp.
iv119-iv142, 2017.
[http://dx.doi.org/10.1093/annonc/mdx225]
K.A. Marrone, W. Ying, and J. Naidoo, "Immune‐related adverse[56]
events  from  immune  checkpoint  inhibitors",  Clin.  Pharmacol.
Ther.,  vol.  100,  no.  3,  pp.  242-251,  2016.
[http://dx.doi.org/10.1002/cpt.394] [PMID: 27170616]
J.J.  Park,  S.  Arafath,  S.T.  Kumar,  R.  Sharma,  and  D.  Dixit,[57]
"Managing  toxicities  associated  with  immune  checkpoint
inhibitors",  JAAPA,  vol.  34,  no.  6,  pp.  32-39,  2021.
[http://dx.doi.org/10.1097/01.JAA.0000735760.65235.3c]  [PMID:
34031312]
A.M. Menzies, D.B. Johnson, S. Ramanujam, V.G. Atkinson, A.N.M.[58]
Wong,  J.J.  Park,  J.L.  McQuade,  A.N.  Shoushtari,  K.K.  Tsai,  Z.
Eroglu,  O.  Klein,  J.C.  Hassel,  J.A.  Sosman,  A.  Guminski,  R.J.
Sullivan, A.  Ribas,  M.S. Carlino,  M.A. Davies,  S.K. Sandhu, and
G.V.  Long,  "Anti-PD-1  therapy  in  patients  with  advanced
melanoma and preexisting autoimmune disorders or major toxicity
with ipilimumab", Ann. Oncol., vol. 28, no. 2, pp. 368-376, 2017.
[http://dx.doi.org/10.1093/annonc/mdw443] [PMID: 27687304]
D.B. Johnson, J.M. Balko, M.L. Compton, S. Chalkias, J. Gorham,[59]
Y.  Xu,  M. Hicks,  I.  Puzanov,  M.R.  Alexander,  T.L.  Bloomer,  J.R.
Becker, D.A. Slosky, E.J. Phillips, M.A. Pilkinton, L. Craig-Owens,
N. Kola, G. Plautz, D.S. Reshef, J.S. Deutsch, R.P. Deering, B.A.
Olenchock,  A.H.  Lichtman,  D.M.  Roden,  C.E.  Seidman,  I.J.
Koralnik,  J.G.  Seidman,  R.D.  Hoffman,  J.M.  Taube,  L.A.  Diaz Jr,
R.A. Anders, J.A. Sosman, and J.J. Moslehi, "Fulminant myocarditis
with combination immune checkpoint blockade", N. Engl. J. Med.,
vol. 375, no. 18, pp. 1749-1755, 2016.
[http://dx.doi.org/10.1056/NEJMoa1609214] [PMID: 27806233]
M. Stelmachowska-Banaś, and I. Czajka-Oraniec, "Management of[60]
endocrine immune-related adverse events of immune checkpoint
inhibitors: An updated review", Endocr. Connect., vol. 9, no. 10,
pp. R207-R228, 2020.
[http://dx.doi.org/10.1530/EC-20-0342] [PMID: 33064663]
L.S.  Chang,  R.  Barroso-Sousa,  S.M.  Tolaney,  F.S.  Hodi,  U.B.[61]
Kaiser, and L. Min, "Endocrine toxicity of cancer immunotherapy
targeting immune checkpoints", Endocr. Rev., vol. 40, no. 1, pp.
17-65, 2019.
[http://dx.doi.org/10.1210/er.2018-00006] [PMID: 30184160]
A.T.  Faje,  R.  Sullivan,  D.  Lawrence,  N.A.  Tritos,  R.  Fadden,  A.[62]
Klibanski, and L. Nachtigall, "Ipilimumab-induced hypophysitis: A
detailed longitudinal  analysis  in  a  large cohort  of  patients  with
metastatic melanoma", J. Clin. Endocrinol. Metab., vol. 99, no. 11,
pp. 4078-4085, 2014.
[http://dx.doi.org/10.1210/jc.2014-2306] [PMID: 25078147]
A.  Faje,  K.  Reynolds,  L.  Zubiri,  D.  Lawrence,  J.V.  Cohen,  R.J.[63]
Sullivan, L. Nachtigall, and N. Tritos, "Hypophysitis secondary to
nivolumab  and  pembrolizumab  is  a  clinical  entity  distinct  from
ipilimumab-associated hypophysitis", Eur. J. Endocrinol., vol. 181,
no. 3, pp. 211-219, 2019.
[http://dx.doi.org/10.1530/EJE-19-0238] [PMID: 31176301]
R. Barroso-Sousa, W.T. Barry, A.C. Garrido-Castro, F.S. Hodi, L.[64]

http://dx.doi.org/10.1186/s40425-017-0300-z
http://www.ncbi.nlm.nih.gov/pubmed/29162153
http://dx.doi.org/10.1016/j.ctrv.2017.06.002
http://www.ncbi.nlm.nih.gov/pubmed/28689073
http://dx.doi.org/10.1093/gastro/goz065
http://www.ncbi.nlm.nih.gov/pubmed/32104583
http://dx.doi.org/10.1038/s41571-019-0218-0
http://www.ncbi.nlm.nih.gov/pubmed/31092901
http://dx.doi.org/10.1200/JCO.2007.13.9030
http://www.ncbi.nlm.nih.gov/pubmed/18506026
http://dx.doi.org/10.1056/NEJMoa1004383
http://www.ncbi.nlm.nih.gov/pubmed/21105791
http://dx.doi.org/10.1111/apt.13281
http://www.ncbi.nlm.nih.gov/pubmed/26079306
http://dx.doi.org/10.1038/nrclinonc.2016.58
http://www.ncbi.nlm.nih.gov/pubmed/27141885
http://dx.doi.org/10.1186/s12916-015-0455-8
http://www.ncbi.nlm.nih.gov/pubmed/26337719
http://dx.doi.org/10.1093/annonc/mdx403
http://www.ncbi.nlm.nih.gov/pubmed/29045560
http://dx.doi.org/10.1016/j.ctrv.2017.05.003
http://www.ncbi.nlm.nih.gov/pubmed/28550712
http://dx.doi.org/10.1186/s40364-021-00314-8
http://www.ncbi.nlm.nih.gov/pubmed/34732257
http://dx.doi.org/10.1093/annonc/mdx286
http://www.ncbi.nlm.nih.gov/pubmed/28945858
http://dx.doi.org/10.1002/cam4.4675
http://www.ncbi.nlm.nih.gov/pubmed/35297215
http://dx.doi.org/10.1093/annonc/mdx225
http://dx.doi.org/10.1002/cpt.394
http://www.ncbi.nlm.nih.gov/pubmed/27170616
http://dx.doi.org/10.1097/01.JAA.0000735760.65235.3c
http://www.ncbi.nlm.nih.gov/pubmed/34031312
http://dx.doi.org/10.1093/annonc/mdw443
http://www.ncbi.nlm.nih.gov/pubmed/27687304
http://dx.doi.org/10.1056/NEJMoa1609214
http://www.ncbi.nlm.nih.gov/pubmed/27806233
http://dx.doi.org/10.1530/EC-20-0342
http://www.ncbi.nlm.nih.gov/pubmed/33064663
http://dx.doi.org/10.1210/er.2018-00006
http://www.ncbi.nlm.nih.gov/pubmed/30184160
http://dx.doi.org/10.1210/jc.2014-2306
http://www.ncbi.nlm.nih.gov/pubmed/25078147
http://dx.doi.org/10.1530/EJE-19-0238
http://www.ncbi.nlm.nih.gov/pubmed/31176301


Immune Checkpoint Inhibitors in Therapeutics 11

Min,  I.E.  Krop,  and  S.M.  Tolaney,  "Incidence  of  endocrine
dysfunction  following  the  use  of  different  immune  checkpoint
inhibitor regimens", JAMA Oncol., vol. 4, no. 2, pp. 173-182, 2018.
[http://dx.doi.org/10.1001/jamaoncol.2017.3064]  [PMID:
28973656]
H. Lee, F.S. Hodi, A. Giobbie-Hurder, P.A. Ott, E.I. Buchbinder, R.[65]
Haq,  S.  Tolaney,  R.  Barroso-Sousa,  K.  Zhang,  H.  Donahue,  M.
Davis, M.E. Gargano, K.M. Kelley, R.S. Carroll, U.B. Kaiser, and L.
Min, "Characterization of thyroid disorders in patients receiving
immune  checkpoint  inhibition  therapy",  Cancer  Immunol.  Res.,
vol. 5, no. 12, pp. 1133-1140, 2017.
[http://dx.doi.org/10.1158/2326-6066.CIR-17-0208]  [PMID:
29079654]
D.  Lu,  J.  Yao,  G.  Yuan,  Y.  Gao,  J.  Zhang,  and  X.  Guo,  "Immune[66]
checkpoint  inhibitor-related  new-onset  thyroid  dysfunction:  A
retrospective analysis  using the us fda adverse event  reporting
system", Oncologist, vol. 27, no. 2, pp. e126-e132, 2022.
[http://dx.doi.org/10.1093/oncolo/oyab043] [PMID: 35641200]
B. Anderson, and D.L. Morganstein, "Endocrine toxicity of cancer[67]
immunotherapy: Clinical challenges", Endocr. Connect., vol. 10,
no. 3, pp. R116-R124, 2021.
[http://dx.doi.org/10.1530/EC-20-0489] [PMID: 33544091]
L. Zhan, H.F. Feng, H.Q Liu, and C. Chen, "Immune checkpoint[68]
inhibitors-related  thyroid  dysfunction:  Epidemiology,  clinical
presentation,  possible  pathogenesis,  and  management",  Front.
Endocrinol., vol. 12, p. 649863, 2021.
[http://dx.doi.org/10.3389/fendo.2021.649863]
R. Pollack, A. Ashash, A. Cahn, Y.  Rottenberg, H. Stern, and R.[69]
Dresner-Pollak,  "Immune  checkpoint  inhibitor-induced  thyroid
dysfunction is associated with higher body mass index", J.  Clin.
Endocrinol. Metab., vol. 105, no. 10, pp. e3620-e3627, 2020.
[http://dx.doi.org/10.1210/clinem/dgaa458] [PMID: 32668461]
Y.  Zhai,  X.  Ye,  F.  Hu,  J.  Xu,  X.  Guo,  Y.  Zhuang,  and  J.  He,[70]
"Endocrine toxicity of immune checkpoint inhibitors: A real-world
study  leveraging  US  Food  and  Drug  Administration  adverse
events reporting system", J. Immunother. Cancer, vol. 7, no. 1, p.
286, 2019.
[http://dx.doi.org/10.1186/s40425-019-0754-2] [PMID: 31694698]
H.K.  Akturk,  D.  Kahramangil,  A.  Sarwal,  L.  Hoffecker,  M.H.[71]
Murad, and A.W. Michels, "Immune checkpoint inhibitor‐induced
Type 1 diabetes: A systematic review and meta‐analysis", Diabet.
Med., vol. 36, no. 9, pp. 1075-1081, 2019.
[http://dx.doi.org/10.1111/dme.14050] [PMID: 31199005]
C.  Gaudy,  C.  Clevy,  S.  Monestier,  and  N.  Dubois,  "Anti-PD1[72]
pembrolizumab  can  induce  exceptional  fulminant  type  1
diabetes", Diabetes Care., vol. 38, no. 11, pp. e182-e183, 2015.
[http://dx.doi.org/10.2337/dc15-1331]
K.  Ishikawa,  T.  Shono-Saito,  T.  Yamate,  and  Y.  Kai,  "A  case  of[73]
fulminant type 1 diabetes mellitus, with a precipitous decrease in
pancreatic  volume,  induced  by  nivolumab  for  malignant
melanoma: Analysis of HLA and CTLA-4 polymorphisms", Eur. J.
Dermatol., vol. 27, no. 2, pp. 184-185, 2017.
[http://dx.doi.org/10.1684/ejd.2016.2923]
D.J.M.K. Filette, J.J. Pen, L. Decoster, T. Vissers, B. Bravenboer,[74]
D.V.B.J. Auwera, F.K. Gorus, B.O. Roep, S. Aspeslagh, B. Neyns,
B.  Velkeniers,  and  A.V.  Kharagjitsingh,  "Immune  checkpoint
inhibitors  and  type  1  diabetes  mellitus:  A  case  report  and
systematic  review",  Eur.  J.  Endocrinol.,  vol.  181,  no.  3,  pp.
363-374,  2019.
[http://dx.doi.org/10.1530/EJE-19-0291] [PMID: 31330498]
M.H.  Kroll,  C.  Rojas-Hernandez,  and  C.  Yee,  "Hematologic[75]
complications of immune checkpoint inhibitors", Blood, vol. 139,
no. 25, pp. 3594-3604, 2022.
[http://dx.doi.org/10.1182/blood.2020009016] [PMID: 34610113]
N.R.  Wilson,  J.R.  Lockhart,  H.A.  Garcia-Perdomo,  T.H.  Oo,  and[76]
C.M.  Rojas-Hernandez,  "Management  and  outcomes  of
hematological immune-related adverse events: Systematic review
and  meta-analysis",  J.  Immunother.,  vol.  45,  no.  1,  pp.  13-24,
2022.
[http://dx.doi.org/10.1097/CJI.0000000000000390]  [PMID:

34469413]
A.  Dupré,  J.M.  Michot,  A.  Schoeffler,  and  L.  Frumholtz,[77]
"Haemophagocytic  lymphohistiocytosis  associated  with  immune
checkpoint  inhibitors:  A  descriptive  case  study  and  literature
review", Br. J. Haematol., vol. 189, no. 5, pp. 985-992, 2020.
[http://dx.doi.org/10.1111/bjh.16630]
S.R. Ellis, A.T. Vierra, J.W. Millsop, M.E. Lacouture, and M. Kiuru,[78]
"Dermatologic toxicities to immune checkpoint inhibitor therapy:
A review of histopathologic features", J. Am. Acad. Dermatol., vol.
83, no. 4, pp. 1130-1143, 2020.
[http://dx.doi.org/10.1016/j.jaad.2020.04.105] [PMID: 32360716]
E.R.  Nadelmann,  J.E.  Yeh,  and  S.T.  Chen,  "Management  of[79]
cutaneous immune-related adverse events in patients with cancer
treated with immune checkpoint inhibitors", JAMA Oncol., vol. 8,
no. 1, pp. 130-138, 2022.
[http://dx.doi.org/10.1001/jamaoncol.2021.4318]  [PMID:
34709352]
C.H.  Chen,  H.S.  Yu,  and  S.  Yu,  "Cutaneous  adverse  events[80]
associated with immune checkpoint inhibitors: A review article",
Curr. Oncol., vol. 29, no. 4, pp. 2871-2886, 2022.
[http://dx.doi.org/10.3390/curroncol29040234] [PMID: 35448208]
A. Muntyanu, E. Netchiporouk, W. Gerstein, R. Gniadecki, and I.V.[81]
Litvinov,  "Cutaneous  immune-related  adverse  events  (irAEs)  to
immune  checkpoint  inhibitors:  A  dermatology  perspective  on
management",  J.  Cutan.  Med.  Surg.,  vol.  25,  no.  1,  pp.  59-76,
2021.
[http://dx.doi.org/10.1177/1203475420943260] [PMID: 32746624]
P. Sollena, S. Cappilli, F. Federico, G. Schinzari, G. Tortora, and[82]
K.  Peris,  "“Skin  rashes”  and  immunotherapy  in  melanoma:
Distinct  dermatologic  adverse  events  and  implications  for
therapeutic management", Hum. Vaccin. Immunother., vol. 18, no.
3, p. 1889449, 2022.
[http://dx.doi.org/10.1080/21645515.2021.1889449]  [PMID:
33759689]
H.T. Quach, D.B. Johnson, N.R. LeBoeuf, J.P. Zwerner, and A.K.[83]
Dewan, "Cutaneous adverse events caused by immune checkpoint
inhibitors",  J.  Am.  Acad.  Dermatol.,  vol.  85,  no.  4,  pp.  956-966,
2021.
[http://dx.doi.org/10.1016/j.jaad.2020.09.054] [PMID: 34332798]
M.  Bhardwaj,  M.N.  Chiu,  and  P.S.  Sah,  "Adverse  cutaneous[84]
toxicities  by  PD-1/PD-L1  immune  checkpoint  inhibitors:
Pathogenesis, treatment, and surveillance", Cutan. Ocul. Toxicol.,
vol. 41, no. 1, pp. 73-90, 2022.
[http://dx.doi.org/10.1080/15569527.2022.2034842]  [PMID:
35107396]
N. Malviya, I.W. Tattersall, J. Leventhal, and A. Alloo, "Cutaneous[85]
immune-related  adverse  events  to  checkpoint  inhibitors",  Clin.
Dermatol., vol. 38, no. 6, pp. 660-678, 2020.
[http://dx.doi.org/10.1016/j.clindermatol.2020.06.011]  [PMID:
33341200]
Z.  Apalla,  B.  Rapoport,  and  V.  Sibaud,  "Dermatologic  immune-[86]
related  adverse  events:  The  toxicity  spectrum  and
recommendations  for  management",  Int.  J.  Womens  Dermatol.,
vol. 7, no. 5Part A, pp. 625-635, 2021.
[http://dx.doi.org/10.1016/j.ijwd.2021.10.005]
M.C.  Tokaz,  C.S.  Baik,  A.M.  Houghton,  and  D.  Tseng,  "New[87]
immuno-oncology  targets  and  resistance  mechanisms",  Curr.
Treat.  Options  Oncol.,  vol.  23,  no.  9,  pp.  1201-1218,  2022.
[http://dx.doi.org/10.1007/s11864-022-01005-8]  [PMID:
35980521]
R.W.  Jenkins,  D.A.  Barbie,  and  K.T.  Flaherty,  "Mechanisms  of[88]
resistance to immune checkpoint inhibitors",  Br.  J.  Cancer,  vol.
118, no. 1, pp. 9-16, 2018.
[http://dx.doi.org/10.1038/bjc.2017.434] [PMID: 29319049]
K. Isomoto, K. Haratani, T. Tsujikawa, Y. Makutani, H. Kawakami,[89]
M. Takeda, K. Yonesaka, K. Tanaka, T. Iwasa, H. Hayashi, A. Ito,
K.  Nishio,  and  K.  Nakagawa,  "Mechanisms  of  primary  and
acquired resistance to immune checkpoint inhibitors in advanced
non–small  cell  lung  cancer:  A  multiplex
immunohistochemistry–based single-cell analysis", Lung Cancer,

http://dx.doi.org/10.1001/jamaoncol.2017.3064
http://www.ncbi.nlm.nih.gov/pubmed/28973656
http://dx.doi.org/10.1158/2326-6066.CIR-17-0208
http://www.ncbi.nlm.nih.gov/pubmed/29079654
http://dx.doi.org/10.1093/oncolo/oyab043
http://www.ncbi.nlm.nih.gov/pubmed/35641200
http://dx.doi.org/10.1530/EC-20-0489
http://www.ncbi.nlm.nih.gov/pubmed/33544091
http://dx.doi.org/10.3389/fendo.2021.649863
http://dx.doi.org/10.1210/clinem/dgaa458
http://www.ncbi.nlm.nih.gov/pubmed/32668461
http://dx.doi.org/10.1186/s40425-019-0754-2
http://www.ncbi.nlm.nih.gov/pubmed/31694698
http://dx.doi.org/10.1111/dme.14050
http://www.ncbi.nlm.nih.gov/pubmed/31199005
http://dx.doi.org/10.2337/dc15-1331
http://dx.doi.org/10.1684/ejd.2016.2923
http://dx.doi.org/10.1530/EJE-19-0291
http://www.ncbi.nlm.nih.gov/pubmed/31330498
http://dx.doi.org/10.1182/blood.2020009016
http://www.ncbi.nlm.nih.gov/pubmed/34610113
http://dx.doi.org/10.1097/CJI.0000000000000390
http://www.ncbi.nlm.nih.gov/pubmed/34469413
http://dx.doi.org/10.1111/bjh.16630
http://dx.doi.org/10.1016/j.jaad.2020.04.105
http://www.ncbi.nlm.nih.gov/pubmed/32360716
http://dx.doi.org/10.1001/jamaoncol.2021.4318
http://www.ncbi.nlm.nih.gov/pubmed/34709352
http://dx.doi.org/10.3390/curroncol29040234
http://www.ncbi.nlm.nih.gov/pubmed/35448208
http://dx.doi.org/10.1177/1203475420943260
http://www.ncbi.nlm.nih.gov/pubmed/32746624
http://dx.doi.org/10.1080/21645515.2021.1889449
http://www.ncbi.nlm.nih.gov/pubmed/33759689
http://dx.doi.org/10.1016/j.jaad.2020.09.054
http://www.ncbi.nlm.nih.gov/pubmed/34332798
http://dx.doi.org/10.1080/15569527.2022.2034842
http://www.ncbi.nlm.nih.gov/pubmed/35107396
http://dx.doi.org/10.1016/j.clindermatol.2020.06.011
http://www.ncbi.nlm.nih.gov/pubmed/33341200
http://dx.doi.org/10.1016/j.ijwd.2021.10.005
http://dx.doi.org/10.1007/s11864-022-01005-8
http://www.ncbi.nlm.nih.gov/pubmed/35980521
http://dx.doi.org/10.1038/bjc.2017.434
http://www.ncbi.nlm.nih.gov/pubmed/29319049


12   The Open Biomedical Engineering Journal, 2025, Vol. 19 Adiga et al.

vol. 174, pp. 71-82, 2022.
[http://dx.doi.org/10.1016/j.lungcan.2022.10.012]  [PMID:
36347190]
R. Gao, F. Yang, C. Yang, Z. Zhang, M. Liu, C. Xiang, H. Hu, X.[90]
Luo,  J.  Li,  and  R.  Liu,  "A  case  report  and  literature  review  of
immune  checkpoint  inhibitor-associated  pneumonia  caused  by
penpulimab", Front. Immunol., vol. 14, p. 1114994, 2023.
[http://dx.doi.org/10.3389/fimmu.2023.1114994]  [PMID:
37426639]
T.  Nishimura,  H.  Fujimoto,  T.  Fujiwara,  and  T.  Okano,[91]
"Transforming lung cancer management: A promising case study
of  immune  checkpoint  inhibitor  success  following  a
multidisciplinary approach", Diagnostics, vol. 14, no. 19, p. 2159,
2024.
[http://dx.doi.org/10.3390/diagnostics14192159]
T.  Renault,  L.  Meunier,  and  C.  Monet,  "Acute  liver  failure[92]
following  immune  checkpoint  inhibitors",  Clin.  Res.  Hepatol.
Gastroenterol.,  vol.  47,  no.  8,  p.  102203,  2023.
[http://dx.doi.org/10.1016/j.clinre.2023.102203]  [PMID:
37660741]
S.  Amin,  S.  Munankami,  P.  Desai,  J.  Altomare,  and  N.  Shah,[93]
"Immune checkpoint inhibitor-induced lymphocytic esophagitis",
Cureus, vol. 15, no. 6, p. e39920, 2023.
[http://dx.doi.org/10.7759/cureus.39920] [PMID: 37409215]
S.I.  Pai,  S.  Faivre,  L.  Licitra,  J.P.  Machiels,  J.B.  Vermorken,  P.[94]

Bruzzi, V. Gruenwald, R.E. Giglio, C.R. Leemans, T.Y. Seiwert, and
D. Soulieres, "Comparative analysis of the phase III clinical trials
of  anti-PD1  monotherapy  in  head  and  neck  squamous  cell
carcinoma  patients  (CheckMate  141  and  KEYNOTE  040)",  J.
Immunother.  Cancer,  vol.  7,  no.  1,  p.  96,  2019.
[http://dx.doi.org/10.1186/s40425-019-0578-0] [PMID: 30944020]
M. Rakaee, M. Tafavvoghi, E. Adib, B. Ricciuti, J.V.M. Alessi, A.[95]
Cortellini,  C.A.M.  Fulgenzi,  K.  Møllersen,  L.A.  Bongo,  S.M.S.
Hashemi,  I.  Houda,  L-T.R.  Busund,  T.  Donnem,  I.  Bahce,  D.J.J.
Pinato, L.M. Sholl, M.M. Awad, and D.J. Kwiatkowski, "Artificial
intelligence algorithm developed to  predict  immune checkpoint
inhibitors efficacy in non–small-cell lung cancer", J. Clin. Oncol.,
vol. 41, no. 16_suppl, p. 9132, 2023.
[http://dx.doi.org/10.1200/JCO.2023.41.16_suppl.9132]
T.G.  Chang,  Y.  Cao,  H.J.  Sfreddo,  S.R.  Dhruba,  S.H.  Lee,  C.[96]
Valero,  S.K.  Yoo,  D.  Chowell,  L.G.T.  Morris,  and  E.  Ruppin,
"LORIS  robustly  predicts  patient  outcomes  with  immune
checkpoint  blockade therapy using common clinical,  pathologic
and genomic features", Nat. Cancer, vol. 5, no. 8, pp. 1158-1175,
2024.
[http://dx.doi.org/10.1038/s43018-024-00772-7]  [PMID:
38831056]
Q. Gao, L. Yang, M. Lu, R. Jin, H. Ye, and T. Ma, "The artificial[97]
intelligence  and  machine  learning  in  lung  cancer
immunotherapy", J. Hematol. Oncol., vol. 16, no. 1, p. 55, 2023.
[http://dx.doi.org/10.1186/s13045-023-01456-y] [PMID: 37226190]

DISCLAIMER: The above article has been published, as is, ahead-of-print, to provide early visibility but is not the final version.
Major publication processes like copyediting, proofing, typesetting and further review are still to be done and may lead to changes in
the final published version, if it is eventually published. All legal disclaimers that apply to the final published article also apply to this
ahead-of-print version.

http://dx.doi.org/10.1016/j.lungcan.2022.10.012
http://www.ncbi.nlm.nih.gov/pubmed/36347190
http://dx.doi.org/10.3389/fimmu.2023.1114994
http://www.ncbi.nlm.nih.gov/pubmed/37426639
http://dx.doi.org/10.3390/diagnostics14192159
http://dx.doi.org/10.1016/j.clinre.2023.102203
http://www.ncbi.nlm.nih.gov/pubmed/37660741
http://dx.doi.org/10.7759/cureus.39920
http://www.ncbi.nlm.nih.gov/pubmed/37409215
http://dx.doi.org/10.1186/s40425-019-0578-0
http://www.ncbi.nlm.nih.gov/pubmed/30944020
http://dx.doi.org/10.1200/JCO.2023.41.16_suppl.9132
http://dx.doi.org/10.1038/s43018-024-00772-7
http://www.ncbi.nlm.nih.gov/pubmed/38831056
http://dx.doi.org/10.1186/s13045-023-01456-y
http://www.ncbi.nlm.nih.gov/pubmed/37226190

	[1. INTRODUCTION]
	1. INTRODUCTION
	1.1. Search Strategy
	1.2. Search Terms and Boolean Operators
	1.3. Search Limits, Filters, and Inclusion and Exclusion Criteria
	1.4. Selection Process and Data Extraction and Analysis
	1.4.1. Mechanism of Action of Immune Checkpoint Inhibitors (ICIs)
	1.4.2. CTLA-4 Inhibitors
	1.4.3. Programmed Cell Death Protein-1 (PD-1) Inhibitors

	1.5. PD-L1 Inhibitors
	1.5.1. Challenges Associated with Immune Checkpoint Inhibitors

	1.6. Adverse Effect Profile of ICIs
	1.6.1. Immune-related Adverse Events to ICIs (irAEs)
	1.6.2. Cardiac Toxicity
	1.6.3. Endocrine Adverse Drug Reactions
	1.6.4. Hematologic Adverse Drug Reactions
	1.6.5. Skin-related Adverse Events

	1.7. Case Studies Demonstrating the use of ICIs in Various Cancers
	1.8. The Role of Artificial Intelligence in Machine Learning for Predicting the Outcome of ICI Treatment

	CONCLUSION
	AUTHORS’ CONTRIBUTIONS
	ETHICS APPROVAL AND CONSENT TO PARTICIPATE
	HUMAN AND ANIMAL RIGHTS
	CONSENT FOR PUBLICATION
	STANDARDS OF REPORTING
	AVAILABILITY OF DATA AND MATERIALS
	FUNDING
	CONFLICT OF INTEREST
	ACKNOWLEDGEMENTS
	REFERENCES


