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The main cause of amputations in diabetes mellitus is an infectious-necrotic process on the foot. The aim of the study
was to investigate the features of the wound process in patients with diabetic foot syndrome. 56 patients with purulent surgical
pathology were examined. The main group consisted of patients with diabetes. The control group consisted of patients without
diabetes with purulent pathology of the lower extremities. The clinical picture of the wound process, cytological changes and pH
were studied. Patients with diabetes are characterized by early acidosis with a severe course of the wound process, and fluctuations
in wound pH led to a change in the cytological picture. Such patients have a protracted first phase of the wound process, frequent
complications. In severe cases, the wound process in patients with diabetes mellitus is polyphasic-discordinated, with several
phases of the wound process.
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OCOBJUBOCTI NEPEBITY PAHEBOT'O IPOLIECY YV XBOPHUX
HA CUHJPOM JIABETUYHOI CTOIU

OCHOBHOIO IPHYHHOIO aMITyTallil IIPH IIyKpoBoMy aiaberTi € iH(eKIiiiHO-HeKPOTHYHUI Npoliec Ha (OHI paH Ta BUPA30K
ctonu. MeToro noCiHKEHHS OyI0 BUBUUTH OCOOIHMBOCTI IEpediry paHOBOTO MPOIIECY Y XBOPHX 13 CHHAPOMOM IiabeTHYHOI CTOITH.
Oo6cTexeHo 56 XBOpHX 3 THIIHOIO XipypriuHoto marosoriero. OCHOBHY IpyIy CKJIajyd XBOPi 3 CHHAPOMOM Jia0eTHYHOI CTOMH.
KoHTposnbHy TpyIty ckiiaiau XBopi 6e3 aiabeTy 3 THIHHOIO XipypriqHOIO ATOJIOTI€I0 HIDKHIX KIHIIBOK. BUBYaIM KIIHIYHY KapTUHY
PaHOBOTO IpoIiecy, IUTONOTiYHI 3MiHKM Ta pH panu. s XBOpHX Ha IyKpOBHH Aia0eT XapaKTepHUN paHHIN alUao3 3 BaKKUM
nepediroM paHeBOro mpouecy, KoiuBaHHA pH paHM NPU3BOIATH A0 3MIiHM LIUTOJIOTIYHOT KapTHHH. Y XBOPUX 3 CHHIPOM
JiaOeTHYHOT CTOITH CIIOCTEPIraeThes 3aTsDKHA Mepiiia (a3a Ta YacTi YCKIaJHEHHsI PAaHOBOT'O MPOIIeCy 3 HOro JeKOMIICHCAIli€w. Y
B)XKHX BHIAJKaX PAaHOBHUIH MMPOIIEC Y XBOPUX HA IyKPOBHH IiabeT Mae moiidasHo- JUCKOPANHAHTHUHN XapakKTep, 3 HasBHICTIO B
paHi OTHOYACHO JEKIIBKOX (ha3 paHEeBOTO MPOLIECy.

Konrouosi ciioBa: cunipoM niabeTHYHOT CTONM, PAaHOBHI ITpoLec, uTooris, pH.

The work is a fragment of the research project “Development of modern scientifically based principles of stratification,
monitoring and forecasting of the course of surgical diseases and injuries”, state registration No. 0120U101176.

The problem of diabetes mellitus (DM) is currently relevant in most countries of the world. The
increase in the number of patients with diabetes mellitus leads to an increase in the number of complications
of this disease [14, 15]. One of them is diabetic foot syndrome (DFS), which develops in more than 10 %
of patients and almost 70 % of them require surgical treatment [6, 14].

Foot ulcers and their complications are an important cause of morbidity and mortality in diabetes
mellitus. About a third of patients with DM are hospitalized with complications of DFS [9, 13]. The number
of lower limb amputations per 100 thousand people with DFS in Europe ranges from 1.5 (Iceland) to 34.5
(Belgium). In the USA and Canada, this figure ranges from 3.3 to 7.5 [14, 15]. Often, the occurrence of
purulent-inflammatory and destructive lesions of the foot leads not only to the loss of the lower limb, but
also to the death of the patient [2, 14]. Mortality in Europe 5 years after limb amputation due to DFS ranges
from 44.5 to 77.0, and in the USA it reaches 72.0 per 100 thousand people [15].

Polyneuropathy and increased pressure in the supporting zones of the foot contribute to the
development of ulcers of the foot and toes [8, 14]. The main cause of amputations in DFS is an infectious-
necrotic process in the foot, developing against the background of wounds, cracks and ulcers [4, 10, 12].

The severity of the wound process in diabetes mellitus is due to the fact that the wound cleansing
phase is excessively delayed, and the regeneration phase often does not occur at all [1, 12]. Therefore, the
study of the characteristics of the course of the wound process in DFS is of great importance for the
prevention and proper treatment of complications of DFS in order to reduce the number of lower limb
amputations and mortality.

The purpose of the study was to establish to the features of the course of the wound process in
patients with DFS, taking into account the results of clinical, pH—metric and cytological studies.

Materials and methods. In 2020-2024, we conducted a comprehensive examination and treatment
of 56 patients with purulent surgical pathology in Poltava City Hospital No. 2, No. 3 and Medical Center
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“Medion ”. The first (main) group (27 patients) consisted of patients with diabetic foot syndrome II B, III
A-III B stage for Meggitt-Wagner. To exclude the influence of limb ischemia on the course of the wound
process, only patients with the neuropathic form of diabetic foot were selected for the main group. The
second (control) group (29 patients) consisted of patients who had purulent surgical pathology of the lower
extremities; however, they did not have diabetes mellitus. In patients of both groups, a study of the course
of the wound healing process was conducted by examining the clinical picture, cytological changes in the
wound and pH on days 1, 7-8, 12—14, 23 after surgery.

Results of the study and their discussion. The average area of ulcerative defects in patients in
the main group was 5.2+0.3 cm?, they were localized in areas of greatest pressure when walking. The
average area of wounds in patients in the control group was 7.3+0.5 cm?.

According to Doppler measurements and ultrasound examination of the arteries of the lower
extremities, the main blood flow in the segment of the arteries of the legs was preserved in all patients of
the main group.

Stage II B according to Wagner was detected in 9 (33.3 %) patients of the main group. Stage III A
according to Wagner was detected in 12 (44.4 %) patients and Stage III B was detected in 6 (22.2 %)
patients of the main group.

7 (24.1 %) patients in the control group had infected wounds of the lower extremities of various
etiologies with incipient phlegmon, 9 (31.1 %) patients had an abscess, 8 (27.6 %) — had phlegmon of the
lower extremity, and 5 (17.2 %) patients had osteomyelitis of the foot bones.

Patients of both groups were prescribed basic drug therapy, which included compensation of
carbohydrate metabolism in patients of the main group, antibacterial therapy, taking into account the
sensitivity of the microflora, metabolic therapy, symptomatic therapy, local treatment.

In order to identify the characteristics of the course of the wound process in patients with purulent-
necrotic lesions of DFS, we conducted cytological studies, as well as studies of the pH of the wound
contents in 27 patients of the main group and in 29 patients of the control group at 1, 7-8, 12—14, 23 days
after surgery. Local clinical signs of the wound process, the presence of intoxication, body temperature,
and indicators of general clinical and laboratory examinations were taken into account.

It was found that in the majority of patients in the main and control groups on the 1st day after
surgery, the pH tended to varying degrees of acidosis, which in 17 out of 27 patients in the main group and
in 15 out of 29 patients in the control group (Table 1) was of an uncompensated nature (pH 5.0-5.5), which
indicated the severity of the destructive process. The clinical manifestations of the inflammation phase
were also corresponding: with sharp swelling, hyperemia, progressive infiltration of the wound edges, pain
on palpation against the background of a sharp deterioration in general health and distinct changes in blood
tests (leukocytosis up to 16x10°/1), accelerated ESR (25-60 mm/h). In patients with a higher wound pH,
the inflammatory response was weaker. Analysis of the results of cytological studies in acidosis (pH 5.5—
6.0) revealed in all preparations a large number of neutrophils, most of which were in the stage of
regeneration with nuclear fragmentation and blurred cytoplasm. In this case, degenerative phagocytosis
predominated.

Two preparations revealed macrophages with weakened functional activity, the presence of
bacteria in the cytoplasm and the absence of digestive vacuoles. This confirms the degenerative-
inflammatory type of cytogram in patients with decompensated acidosis.

The inflammatory-regenerative and regenerative type of cytogram was not detected in the patients
of the main and control groups on the first day after the operation. As we can see, in the main group there
were patients with a degenerative-inflammatory type of cytogram, and in the control group — with an
inflammatory type (Table 1).

Table 1
Wound environment and cytogram type in patients of the main
and control group on the 1st day after surgery
Type The main group (n=27) The control group (n=29)
cytograms Abs. % pH of the wound Abs. % pH of the wound

Necrotic 3 11.1 % 5.0-5.5 2 6.9 % 5.0-5.5
Degenerative- 14 51.9% 5.5-6.0 13 44.8 % 5.5-6.0
inflammatory

Inflammatory 10 37.0 % 6.0-6.5 14 48.3 % 6.0-6.5

In the stage of subcompensated acidosis (pH 6.0—6.5), which was found in 10 (37.0 %) patients of
the main group and in 14 (48.3 %) patients of the control group, a cytological picture corresponding to the
inflammatory type was noted, when the entire field of vision is occupied by neutrophilic leukocytes with a
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decrease in the number of degenerative forms and satisfactory phagocytosis. In most cases, phagocytosis was
complete. An increase in the number of macrophages and an increase in their activity were revealed, bacteria,
remnants of melted leukocytes, digestive vacuoles with clear contours were found in the cytoplasm. Virtually
all preparations contained fibroblasts, polyblasts, and single epithelial cells in small quantities.

According to clinical signs, after surgical interventions (opening of abscesses, necroctomies) in 17
(62.9 %) patients of the main group, the body temperature rose to 37.5-39°C, in 6 (22.2 %) — increased
pain, in 19 (70.4 %) — feeling improved, pain decreased, in 4 (14.8 %) — a deterioration of the local status
was observed, which required additional revision of the wound with necrectomy. In the control group, an
increase in temperature was observed in 11 (37.9 %) patients, and in 2 (6.9 %) patients a worsening of the
wound condition was observed.

The cytological pattern in such patients corresponded to the necrotic and degenerative-
inflammatory types of the cytogram, which were characterized by an intense purulent-inflammatory
process with the presence of a large number of neutrophils, a significant part of which (60 %) was in the
stage of degeneration with fragmentation of the nuclei, indistinctness of the cytoplasm. Cellular detritus,
nuclear and cytoplasmic fragments, single eosinophils were determined in the preparations. In 7 (25.9 %)
patients of the main group, degenerative phagocytosis occurred, in 5 (18.5 %) — incomplete phagocytosis.

On the 7th—8th day after the operation, 7 (25.9 %) patients of the main group (Table 2) observed
an exacerbation of the wound process caused by secondary necrosis in the wounds, which was accompanied
by an increase in body temperature above 38°C, increased pain in the area of the foot wounds, and the
appearance of edema and hyperemia of its edges, purulent or purulent is separated. A decrease in the pH
of the wound medium (5.5-6.0) with a degenerative-inflammatory and inflammatory type of cytogram was
noted, in which neutrophils, macrophages with incomplete phagocytosis appeared, and the number of
fibroblasts decreased. In 3 (11.1 %) patients, a discoordination of the cellular reaction was observed, which
was manifested by a mismatch between the cytological picture, the pH of the wound medium and the phase
of its course. In these conditions, in the regeneration phase, clinical, pH—metric and cytological signs of
several phases of the wound process were revealed. We tentatively defined this variant of the course of the
wound process as polyphasic- discordinated, which is an indicator of its decompensation. An inflammatory
type of cytogram was observed in 13 (48.2 %) patients of the main group.

Repeated surgical interventions and adequate conservative therapy significantly improved the
patients' condition. At the same time, the main clinical symptoms regressed, the pH of the wound
environment increased (6.0—-7.0) in wound prints, a decrease in the number of degenerative forms of
neutrophils, activation of phagocytosis, and the appearance of polyblasts at different stages of
transformation were observed.

On days 7-8 after surgery, the necrotic type of cytogram was not detected in patients in the control
group; in the majority of patients — 16 (55.2 %) there was an inflammatory-regenerative type of cytogram
(Table 2).

Table 2
Wound environment and type of cytogram in patients the main and control group
on the 7-8th day after the operation
The main group (n=27) The control group (n=29)
Type cytograms Abs. % pH of the wound Abs. % pH of the wound
Necrotic 2 7.4 % 5.0-5.5 3 10.3 % 5.5-6.0
Degenerative-inflammatory 7 25.9 % 5.5-6.0 10 34.5 % 6.0-7.0
Inflammatory 13 48.2 % 6.0-7.0 16 552 % 6.5-7.5
Inflammatory-regenerative 5 18.5 % 6.5-7.5 3 10.3 % 5.5-6.0

On days 12—14 after surgery, patients in the main group showed an increase in the pH of wound
secretions and corresponding changes in the cytological picture of early prints. Thus, in 5 (18.5 %) patients
of the main group, decompensated acidosis (pH 5.5-6.0) persisted, which was cytologically characterized
by a degenerative-inflammatory type of cytogram. 11 of the 27 examined patients of the main group had
subcompensated acidosis (pH 6.0-6.5), 10 had compensated acidosis (pH 6.5—7.5) with an inflammatory-
regenerative type of cytogram. The latter observed a decrease in the number of degenerative forms of
neutrophils from 60 % (at pH 5.5-6.0) to 20 % (at pH 6.0-6.5) and an increase in the number of
macrophages and polyblasts.

As the pH of the wound environment increased, degenerative-inflammatory, inflammatory and
inflammatory-regenerative types of cytograms were observed, which were characterized by a further
decrease in the number of degenerative forms of neutrophils with normalization of their structure and
increased segmentation of nuclei in relation to surgical treatment of purulent-necrotic lesions. An increase
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in the number of mononuclear elements, profibroblasts, macrophages, and actively functioning
microphages was revealed. The clinical picture in these patients was characterized by decreased pain in the
wound, improved well-being, a significant decrease in purulent discharge from wounds, and intensified
processes of their cleansing.

In one patient of the main group with a severe course of purulent-necrotic lesions of DFS after
radical surgical treatment of a purulent focus, the clinical course of the wound process was characterized
by the absence of an inflammatory reaction from the edges of the wound, the presence of serous-purulent
discharge and pale granulations, and the cytological state was characterized by a certain amount of detritus
bacteria, the presence of single degenerative neutrophils, macrophages, polyblasts, fibroblasts. The
regenerative type of cytogram was not observed in patients of the main group on days 12—14 after surgery.

By 12-14 days after surgical treatment, five patients in the control group were discharged for
outpatient treatment. In other patients, the necrotic and degenerative-inflammatory type of cytogram was
not determined. The vast majority of patients — 14 (68.0 %) had a regenerative type of cytogram.

On days 22-24 after surgery, studies were carried out in 25 (92.6 %) patients of the main group,
since 2 patients were discharged for outpatient treatment. In 2 patients of the main group, subcompensated
acidosis with an inflammatory type of cytogram was detected, and in 8 patients, compensated acidosis with
an inflammatory-regenerative type was detected. In 15 (60 %) patients of the main group, the pH level of
the wound environment ranged from 7.5-8.0. In the wound, regenerative processes with an inflammatory-
regenerative and regenerative type of cytogram predominated, the main indicators of which were polyblasts
and fibroblasts.

On the 23rd day in the postoperative period, we did not observe a necrotic and degenerative-
inflammatory type of cytogram in patients of the main group.

In most patients, there was a decrease in the number of neutrophils, macrophages, a significant
number of fibroblasts, polyblasts, and epithelial cells against the background of completed phagocytosis,
which corresponds to the regenerative type of cytogram.

Analysis of clinical observations and studies of wound pH, as well as cytological data, indicate that
changes in these indicators correspond to the phases of the wound process: inflammation, regeneration and
scar organization. It is characteristic that at a certain pH level there is a corresponding cytological indicator.
Thus, the maximum number of neutrophils is detected at a pH of the wound environment equal to 5.5-6.0,
and reaches 60—80 %, gradually decreasing as the wound environment increases. At pH 8.0-9.0, isolated
degenerative forms of neutrophils occur. Macrophages are present in wounds regardless of the nature of
the pH of the wound environment, but their number reaches a maximum at pH 6.5-7.5, that is, in the phase
of cleansing the wound from dead cells and non-viable tissues. Polyblasts were most active at pH 6.0-7.5
in all phases of healing, and in minimal quantities at pH 5.0-5.5. Fibroblasts are most active at pH above
6.5. Their maximum number is detected at pH 7.0-7.5 and decreases with granulation and epithelization
of the wound. The activity of epithelial cells manifests itself at a pH of 7.0-8.5; they were not detected in
the sharply acidic reaction of the wound environment.

Most patients in the control group were discharged for outpatient treatment by 23 days after
surgery. Only 7 patients out of 29 remained. Only one of them had an inflammatory-regenerative type; 6
(85.7 %) had a regenerative type of cytogram.

Analysis of the course of the wound process indicates significant fluctuations in the pH of the
wound environment in patients with DFS. Early acidosis with a slow increase in the pH of the wound
environment, characteristic of patients with purulent-necrotic lesions, is, in our opinion, associated with a
severe, cascading course of the wound process with frequent exacerbations and relapses.

Thus, a comparative analysis of clinical manifestations, cytological, pH—metric picture in patients of
the main group for DFS in comparison with patients with purulent surgical infection without diabetes mellitus
indicates a slower and more complicated course of the wound process with a tendency to its decompensation
in DFS. Also, the course of the wound process when it is severe in patients with DFS has a polyphase-
discordinated character, which is based on the simultaneous presence of several phases of the wound process
with a corresponding cytological picture in the wound. The polyphasic-discordinated nature of the course of
the wound process in patients with purulent-necrotic lesions indicates decompensation of the wound process.

In patients with DFS without ischemia, the infectious process underlies purulent-necrotic lesions
[2, 10]. Trophic changes in the skin and soft tissues create favorable conditions for the development of
infection on the foot, inhibit regenerative processes, which has a decisive effect on the results of treatment
[7, 11]. We agree with the point of view that the addition of a purulent-necrotic process against the
background of diabetes mellitus significantly worsens the course of the underlying disease with the
development of mutual aggravation syndrome [5, 12].
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Local changes in DFS are characterized by the development of a widespread process without a
tendency to delimitation. Lesions of the foot tissues in such patients are characterized by unclear
demarcation boundaries with the formation of a significant zone of tissue in a state of necrobiosis [1, 7, 9].
Therefore, even radical operations do not exclude the possibility of repeated interventions [10, 14].

Our analysis of the results of clinical, pH—metric, cytological studies and their comparison with the
control group of patients indicates a longer course of the wound process in patients with DFS, even if it is
uncomplicated, which is explained by severe acidosis, prolonged wound cleansing, slow blast
transformation of cells and negatively affects wound healing.

One of the unfavorable factors in the course of a diabetic wound is a long period of its cleansing,
which is a harbinger of a delayed onset of the second and third periods of the wound process [1, 2, 3]. A long
first period of the wound process with the appearance of new foci of necrosis leads to the fact that the second
and third periods of the wound process in a patient with diabetes mellitus do not occur at all [2, 9, 14].

So, the link that can be used to reduce the number of amputations in diabetes can be considered the
protracted first phase of the wound process. The first three weeks for a patient with diabetes can be fatal
without the development of the second phase of the wound process. The impossibility of the onset of the
second phase of the wound process: the proliferation phase leads to the inevitability of limb amputation [4,
9, 10]. The extreme slowness of the wound cleansing process is evidenced by the cytological picture in the
main group on the first day after surgery, with a pronounced degenerative-inflammatory process: a
sufficient number of inflammatory cells, detritus and the absence of regenerative cells.

Analysis of the course of the wound process indicates significant fluctuations in the pH of the
wound environment in patients with diabetes. Early acidosis with slow elimination of the wound
environment, typical for patients with purulent-necrotic lesions, in our opinion, is associated with a severe,
cascading course of the wound process with frequent relapses. A wide range of fluctuations in the pH of
the wound environment in patients with DFS leads to corresponding changes in cells, which is manifested
by a protracted inflammatory process and an extension of the wound cleansing period.

Thus, the analysis of clinical manifestations, cytological, pH—metric picture in patients of the main
group according to DFS in comparison with patients with purulent infection without diabetes mellitus
indicates a slower and more complex course of the wound process with a tendency to its decompensation
in DFS. The course of the wound process in patients with DFS in severe cases has a polyphasic-
discordinated nature, with the simultancous presence of several phases of the wound process with a
corresponding cytological picture in the wound. This nature of the course indicates decompensation of the
wound process, which requires an appropriate correction of the treatment program for this category of
patients.

Conclusions

1. The course of the wound process in patients with DFS is slow, with a protracted first phase of
the wound process, frequent complications and a tendency to decompensation.

2. The course of the wound process when it is severe in patients with DFS has a polyphase-
discordinated character, which is based on the simultaneous presence of several phases of the wound
process with a corresponding cytological picture in the wound.
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The purpose of the study was to identify and predict adverse outcomes in term neonates diagnosed with hypoxic-ischemic
encephalopathy a total of 120 children, aged from birth to one year. The study cohort was divided into two groups: the main group
(90 patients with hypoxic-ischemic encephalopathy), and the control group (30 healthy children without a history of asphyxia). To
develop a predictive model, logistic regression analysis was employed, a robust statistical method designed to explore and quantify
the relationships between dependent and independent variables. A total of 67 independent variables (predictors) were identified,
encompassing anamnestic, clinical, and laboratory-instrumental parameters. Using multiple variable selection methods (Enter,
Forward, Backward, and Wald-based approaches), we identified key predictors that contribute significantly to the prognosis of
these neonates. The high classification accuracy achieved across all methods (ranging from 93.3 % to 96.7 %) demonstrates its
potential in clinical settings for predicting neonatal outcomes.

Key words: neonates, hypoxic-ischemic encephalopathy, predictive model, logistic regression analysis, outcomes.

JI.P. ParimoBa

MPOIrHO3YBAHHS HECIIPHUATIMBUX HAC/IIIKIB ITPA TTMOKCHUYHO-TIHEMIYHIA
EHHE®AJIOIIATII Y JOHOWEHUX HOBOHAPOIKEHUX

3 METOI0 JIOCTI/KEHHSI 3 BUSIBJICHHS Ta [POTHO3YBaHHS HECIPUSITIMBUX HACIIJIKIB Y JOHOILICHUX HOBOHAPOIKCHHX 3
JIIarHO30M TilTOKCUYHO-ileMiuHa eHiedanonaris, Oymno obctexeno 120 miTeid BIKOM BiJ HApODKEHHS JO OTHOTO POKY.
JlocmimkyBana Koropra Oyiia po3aijieHa Ha JBi Tpymnu: ocHOBHY (90 MaIfieHTIB 3 TiMOKCHYHO-IMIEMIYHOIO CHIC(aIonarier) Ta
koHTposbHY (30 310poBHX AiTel 6e3 acdikcii B anamue3i). Jl1st po3poOKu IpOrHOCTHYHOT Moziei Oys10 BAKOPUCTAHO JIOTICTHYHUI
perpeciiiHuii aHani3 — HaAIiHUIA CTAaTUCTUYHHUN METO[, IPH3HAYCHHUI U BUBYCHHS Ta KUTBKICHOI OL[IHKH B3a€MO3B'S3KIB MiXK
3aJICKHUMHU Ta HE3aJeKHUMHU 3MIHHUMH. YChOTO OyJIO BHSBICHO 67 HE3aJNe)KHHX 3MIHHUX (IPEAMKTOPIB), IO OXOIUTIOIOTH
aHAMHECTHYHI, KJIIHIYHI Ta JabOpaTOpHO-IHCTPYMEHTAbHI apaMeTpH. BUKOPHCTOBYIOUH METOIM MHOXHHHOTO BiZOOPY 3MiHHHAX
(Enter, Forward, Backward ta Wald-based migxoaun), Mi BUSBIIIN KJIFOUOBI MIPEAUKTOPH, SIKi BHOCSTH 3HAYHUI BHECOK y TPOTHO3
IIMX HOBOHApOJUKCHUX. BHcoka TouHicTh Kinacu¢ikamii, mocarHyta BciMa Meromamu (Bim 93,3 mo 96,7 %), memonctpye ii
HOTEHLiaN y KIHIYHUX yMOBAaX JUlsl IPOrHO3YBaHHS HEOHATAJIBLHUX PE3yJIBTATIB.

KirouoBi cioBa: HOBOHapOKCHI, TIMOKCHMYHO-IIIEMiYHa eHIledanonarisi, MPOTHOCTHYHA MOJCIb, JIOTICTUYHUIA
perpeciiiHuii aHasi3, pe3yabTari.

Hypoxic-ischemic encephalopathy (HIE) is a leading contributor to neonatal mortality and long-
term morbidity. Approximately 25 % of neonates diagnosed with HIE develop severe and irreversible
neurodevelopmental impairments, such as intellectual disabilities, cerebral palsy, epilepsy, and
sensorineural deficits. The primary etiology of neonatal HIE is perinatal asphyxia, often resulting from
complications such as umbilical cord entanglement or abnormalities in amniotic fluid, which can lead to
fetal distress, asphyxia, and hypoxia [2, 10].

The global incidence of hypoxic-ischemic encephalopathy is estimated to range from 1 to 3 per
1,000 live births in developed countries and from 2.3 to 30.6 per 1,000 live births in developing countries.
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