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Introduction: Placenta accreta is one of the life-threatening pregnancy-related disorders.
Placenta accreta is generally described by extreme placentation and penetration of the placenta
into the myometrium. There are increasing data regarding the role of the immune system in
the induction of placenta accreta. IL-38 is a recently introduced member of the IL-1 cytokine
family, which may play a role in the regulation of inflammatory response. This study aimed to
investigate the serum level of IL-38 in patients complicated with placenta accreta.

Materials & Methods: A total of 50 women, including 23 women with placenta accreta, 13
healthy pregnant women, and 14 non-pregnant women, were enrolled in this study. Clinical
and demographic data were recorded for all cases. The quantitative serum levels of IL-38 were
measured using the ELISA method.

Results: The serum levels of 1L-38 were significantly higher in non-pregnant cases compared
to women complicated with placenta accreta as well as normal pregnant women (62.88+23.58
vs. 25.41£26.84 and 10.04+7.22, respectively; p-value < 0.001 for both comparisons), while
there were no statistical differences between normal pregnant women and women diagnosed
with placenta accreta regarding I1L-38 serum levels (p = 0.2).

Conclusion: Based on the results of the present study, the lower levels of IL-38 in the patients
with placenta accreta indicate the lack of compensatory response toward the high level of
angiogenesis stimuli and trophoblast invasion during this disease.

Keywords: Interleukin-38, Pregnancy, Placenta accreta

Cite this paper: Anvari E, Ahmadi M, Naseri M, Rokhtabnak N, Ghamar Talepoor A, Ali-Hassanzadeh M, et al. Evaluation of
Interleukin-38 Serum Levels in Patients with Placenta Accreta. Journal of llam University of Medical Sciences. 2026;34(3):85-94.

surgery and placenta previa are well-established risk

Introduction

Placenta accreta spectrum (PAS) is one of the
most serious pregnancy-related disorders and
represents a major cause of severe maternal
morbidity and mortality due to massive obstetric
hemorrhage, hysterectomy, and other life-
threatening complications (1). The condition is
characterized by abnormal adherence and invasion
of placental villi into the myometrium, primarily
resulting from defective decidualization at the
implantation site (2). Although previous uterine
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factors, growing evidence suggests that
dysregulation of the maternal immune system and
inflammatory pathways may also contribute to the
pathogenesis of placenta accreta (2,3). Cytokines of
the interleukin-1 (IL-1) family play essential roles in
regulating immune responses, tissue remodeling,
and placental development (3). Interleukin-38 (IL-
38), arecently identified anti-inflammatory cytokine
belonging to the IL-1 family, has attracted increasing
attention because of its potential role in modulating
inflammatory responses and maintaining immune
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homeostasis (4). However, its involvement in
placenta accreta has not been adequately
investigated (5). Therefore, the present study aimed
to evaluate serum IL-38 levels in women with
placenta accreta and compare them with healthy
pregnant and non-pregnant women.

Methods

This case-control study included a total of 50
women divided into three groups: 23 patients
diagnosed with placenta accreta, 13 healthy pregnant
women with uncomplicated pregnancies, and 14
healthy non-pregnant women serving as controls.
Clinical  characteristics and  demographic
information were collected for all participants.
Peripheral blood samples were obtained, and serum
IL-38 concentrations were quantitatively measured
using a commercially available enzyme-linked
immunosorbent assay (ELISA). Statistical analyses
were performed to compare IL-38 levels among the
study groups, with a p-value of less than 0.05
considered statistically significant.

Results

The analysis demonstrated that serum IL-38
concentrations were significantly higher in non-
pregnant women than in both healthy pregnant
women and patients with placenta accreta (62.88 +
23.58 pg/mL versus 10.04 &+ 7.22 pg/mL and 25.41
+ 26.84 pg/mL, respectively; p < 0.001 for both
comparisons). Although IL-38 levels appeared
numerically higher in women with placenta accreta
than in normal pregnant women, this difference did
not reach statistical significance (p = 0.20). These
findings indicate that pregnancy itself is associated
with a substantial reduction in circulating IL-38
levels, while the presence of placenta accreta does
not significantly alter IL-38 concentrations beyond
the physiological changes observed during normal

pregnancy.

Conclusion

The findings of this study suggest that
circulating IL-38 levels are markedly reduced during
pregnancy and remain low in women with placenta
accreta.  Considering the anti-inflammatory
properties of 1L-38, its decreased expression may
reflect an inadequate compensatory
immunoregulatory response to the excessive
trophoblast  invasion,  abnormal  placental
implantation, and enhanced angiogenic activity
characteristic of placenta accreta. Although no
significant difference was observed between normal
pregnancy and placenta accreta, the overall
reduction in IL-38 supports the hypothesis that

impaired regulation of inflammatory pathways may
contribute to the disease process. Further studies
involving larger patient populations and mechanistic
investigations are warranted to clarify the biological
role of IL-38 in placental development and to
determine whether this cytokine could serve as a
potential biomarker or therapeutic target in placenta
accreta spectrum disorders.
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