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Abstract: Obstetric sepsis is a leading cause of maternal morbidity and mortality worldwide, largely
due to systemic inflammatory response and cytokine storm. This study evaluated the effectiveness
of Roan (ulinastatin), a protease inhibitor, as part of complex therapy for obstetric sepsis. A total of
40 patients with moderate obstetric sepsis were enrolled and divided into two groups: standard
therapy plus Roan (100,000 IU intravenously twice daily for five days) and standard therapy alone.
Key clinical parameters, laboratory indices, and cytokine levels (IL-6 and TNF-a) were assessed on
days 1 and 7. By day 7, the Roan group showed significant reductions in IL-6 (58%) and TNF-a
(52%) compared to the control group (24% and 19% reductions, respectively; p<0.05). Clinical
stabilization occurred 2.3 days earlier, and hospitalization was shortened by 3.1 days in the Roan
group. These findings demonstrate that Roan effectively suppresses excessive inflammation,
improves clinical outcomes, and is well tolerated. The study supports incorporating Roan into
intensive care protocols for obstetric sepsis, while highlighting the need for larger multicenter trials
to validate dosage, duration, and long-term outcomes.
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1. Introduction

Obstetric sepsis remains one of the leading causes of maternal mortality. The high
fatality rate is associated with a pronounced systemic inflammatory response and the
development of multiple organ failure [1]. One of the key pathogenetic mechanisms is the
excessive production of pro-inflammatory cytokines, including interleukin-6 (IL-6) and
tumor necrosis factor-a (TNF-a), which leads to the so-called cytokine storm [2], [3].

Protease inhibitors, such as ulinastatin, are capable of suppressing the excessive
inflammatory response by reducing cytokine levels and stabilizing hemodynamics. Roan
is a modern representative of this group, with high biological activity and a favorable
safety profile. However, data on its use specifically in obstetric sepsis remain limited [4].

The aim of the study was to evaluate the effect of Roan on IL-6 and TNF-a levels, as
well as clinical outcomes in patients with obstetric sepsis. Obstetric sepsis remains one of
the most critical complications in maternal health, ranking among the leading causes of
maternal mortality worldwide. Its high fatality rate is attributed to a complex interplay of
systemic inflammatory responses, rapid progression to multiple organ failure, and
challenges in timely diagnosis and treatment [5], [6]. The pathogenesis of obstetric sepsis
is characterized by an uncontrolled release of pro-inflammatory cytokines —most notably
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interleukin-6 (IL-6) and tumor necrosis factor-a (TNF-a)—which trigger the so-called
cytokine storm. This cascade not only exacerbates systemic inflammation but also
significantly worsens clinical prognosis, especially in patients who lack rapid access to
advanced intensive care [7].

2. Materials and Methods

e Study design: Prospective, controlled.

e Patients: 40 women with moderate obstetric sepsis hospitalized in the intensive
care unit.

e Inclusion criteria: Confirmed diagnosis of obstetric sepsis, age 1845 years,
postpartum or post-abortion period.

e Exclusion criteria: Septic shock at admission, severe comorbid liver and kidney
diseases, allergy to ulinastatin.

Treatment groups
e Main group (n=20) — standard therapy (antibiotics, infusion therapy,
symptomatic correction) + Roan 100,000 IU intravenously twice daily for 5 days.
e Control group (n=20) — standard therapy only.
Evaluation parameters
e Clinical: body temperature, heart rate, blood pressure, urine output.
e Laboratory: leukocyte count, C-reactive protein.
e Cytokines (IL-6, TNF-a): measured by ELISA on days 1 and 7.
Statistical analysis: Student’s t-test was used; differences were considered significant
at p<0.05.

3. Results and Discussion

By day 7 of therapy in the main group, IL-6 decreased from 76.4+8.2 pg/ml to 32.1+5.7
pg/ml (58% reduction, p<0.05), and TNF-a decreased from 54.7+6.9 pg/ml to 26.3+4.8 pg/ml
(52% reduction, p<0.05). Figure 1 in the control group, the decrease was 24% and 19%
respectively (p<0.05), which was significantly less than in the main group [8].

Clinical improvement (normalization of temperature, stabilization of
hemodynamics) occurred on average 2.3+0.4 days faster in the main group (p<0.05).
(Figure 2) The duration of hospitalization was reduced by 3.1+0.7 days compared to the
control group [9].
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Figure 1. Dynamics of IL-6 levels in the main and control groups (days 1 and 7).
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Dynamics of TNF-a in Obstetric Sepsis
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Figure 2. Dynamics of TNF-a levels in the main and control groups (days 1 and 7).

The obtained results confirm that Roan effectively suppresses the excessive
inflammatory response in obstetric sepsis, consistent with studies of ulinastatin in sepsis
of other etiologies [10], [11], [12]. The main mechanism is the reduction of IL-6 and TNF-a
levels, preventing progression of systemic inflammation and multiple organ failure [13],
[14].

The advantages of Roan are high selectivity, rapid clinical effect, and good
tolerability. The limitation of this study is the relatively small sample size and single-center
design, requiring further research [15].

4. Conclusion

The use of Roan (ulinastatin) as part of the complex therapy of obstetric sepsis is
associated with a statistically significant and clinically meaningful reduction in key pro-
inflammatory cytokines IL-6 and TNF-a. This leads to faster resolution of systemic
inflammatory manifestations, stabilization of hemodynamics, and shorter hospitalization
compared to standard therapy alone.

The findings confirm the pathogenetic rationale for including protease inhibitors in
intensive treatment regimens for obstetric sepsis, particularly in patients with a
pronounced cytokine response. The drug has a good safety profile and high tolerability,
allowing its recommendation for use in intensive care units.

At the same time, the results should be considered in light of the study’s limitations
— relatively small sample size, single-center nature, and lack of long-term follow-up.
Further multicenter randomized controlled trials are needed to clarify optimal dosages,
duration of therapy, and effects on maternal and perinatal mortality.

Thus, the inclusion of Roan in complex protocols for obstetric sepsis management
may improve treatment effectiveness, reduce the risk of multiple organ failure, and
enhance clinical outcomes, making it a promising component of intensive therapy in this
patient population.
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