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Abstract

Background/Aim: Fractures are the most common form of trauma in current orthopedic practice.
Although studies have shed light on the relationship between the factors affecting the healing process after
fracture, this process is still not fully understood. In this study, we aimed to investigate the changes in
serum biomediator levels and fracture healing in different trauma patterns, such as head trauma (HT), long
bone fracture (LBF), a combination of HT + LBF injury (CI), and in different time points of the healing
period.

Methods: Forty Wistar rats were included in the study and divided into five groups. Group 1, the donor
group, included rats with HT; Group 2 included rats with LBFs who were administered the serum taken
from rats in Group 1; Group 3 included the rats with isolated LBFs; and Group 4 the rats with CI. Group 5
comprised the control rats. An experimental closed HT and fracture model was applied to rats. The rats in
Groups 2, 3 and 4 were sacrificed on the 10", 20", and 30™ days. The biomediator levels in the serum
taken after sacrification were studied, while closed femoral fracture models were examined radiologically.

Results: Statistically significant differences were found among the groups regarding radiological scores on
the 10t, 20", and 30™ days. On Day 10, Group 2a had significantly higher scores than Group 3a (P=0.03),
and Group 3a had lower scores than Group 4a (P=0.01). On Day 20, Group 2b had significantly higher
scores than Group 3b (P=0.004) but lower than Group 4b (P=0.03). On Day 30, Group 2c¢ had
significantly higher scores than Group 3c but lower than Group 4c (P=0.001). The mean Ca, TGF beta 1,
beta-catenin, IL-10, IL-17A, TNF alpha, CRP, Wnt-16, ALP, GH, PTH, IL-1 beta, IL-6, and IL-22 levels
were significantly different among the groups (P<0.05). No significant difference was observed in the
biomediator levels among the groups at different time points of the healing period.

Conclusion: We concluded that inflammatory cytokines (IL-1 beta, IL-6, IL-17A, IL-17F, IL-23, and TNF
alpha) were elevated in the early period in individuals with isolated head trauma and that this effect could
be transferred to other individuals by serum transfer. On the other hand, the negative relationship between
the IL-10 level, which is a negative modulator in fracture union, and callus thickness was significant. Our
study contributes by providing a molecular description of the positive union effect transferred between
individuals by serum. We believe our findings will play a significant role in developing new therapeutic
agents for fracture healing.

Keywords: biomediator, bone metabolism, fracture healing, interleukin, traumatic brain injury

How to cite: Sar1 A, Erdal B, Celikkol A, Cetin MU. Investigation of the effects of inflammatory and metabolic factors on fracture union in head trauma and long bone fractures. J Surg
Med. 2023;7(5):307-313.
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Introduction

Fractures are the most common form of trauma in
current orthopedic practice, which continues to be a
socioeconomic problem. For optimal clinical management and
treatment, it is essential to understand the biology behind fracture
unions [1].

Fracture healing is a complex but balanced process.
Previous studies have shown that healing occurs in four stages:
inflammation, soft union formation, hard union formation, and
remodeling [2]. The process requires the coordinated
involvement of wvarious cell types, such as osteoblasts,
mesenchymal stem cells, and osteoclasts [3]. These processes
must be active at the right time and intensity for healthy bone
fusion. An excessive or random inflammatory process may lead
to non-union of the fracture [4].

Although studies have shed light on the relationship
between the factors affecting the healing process after fracture,
this process is still not fully understood [5]. Similarly, our
current knowledge of the healing process of long bone fractures
after traumatic brain injury is limited [6]. Understanding the
molecular changes in the healing process will accelerate the
healing rate [7].

This study aims to examine the changes in biomediator
levels and fracture healing in different trauma patterns, such as
head trauma (HT), long bone fracture (LBF), a combination of
HT + LBF injury (CI), and at different time points of the healing
period.

Materials and methods

The work was carried out at the animal experiments
laboratory of Tekirdag Namik Kemal University Faculty of
Medicine, with the approval of the Namik Kemal University
Experimental Animals Local Ethics Commission (dated 20
December 2019, no: T2019-386) and in compliance with the
Helsinki Declaration. The study used 40 male Wistar rats
weighing between 360 and 400 g and 3 to 4 months old. Rats
were provided with a standard diet and unlimited access to water
(ad libitum). Rats were exposed to a 12-h light and 12-h dark
cycle at 22°C room temperature. Rats were randomly distributed
and assigned to five groups. The donor group (Group 1) included
rats with HT (n=8) and the Group 2 rats with LBFs who were
administered the serum taken from rats in Group 1 (n=9), while
Group 3 included the rats with isolated LBFs (n=9) and Group 4
the rats with CI (n=9). Group 5 comprised the control rats (n=5)
(Table 1).

Table 1: Grouping of the rats included in the study

| Group1 | Group2  Group3 | Group4 | Group5
Number of rats I 9 9 9 5
Euthanasia days | 1-7 10-20-30 = 10-20-30 = 10-20-30
Number of femur specimen | - 3-3-3 3-3-3 3-3-3

Group 1: donor group, Group 2: serum-administered rats with femoral fractures, Group 3: rats with isolated
femur fractures, Group 4: rats with head trauma and femur fracture, Group 5: control group.

Group 1 was divided into subgroups la and 1b.
Afterward, the three groups in the treatment group were divided
into subgroups similarly (titled a, b and c). The trauma models
were created on the same day in Groups 1 and 2, while the head
and bone fracture models were created simultaneously in Group
4.

Effect of head trauma and long bone fracture on biomediator IevelsA
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Our aim in the study was to form a model like that of
humans who experienced closed HT. For this purpose, using an
apparatus that was set according to the Marmarou technique, the
experimental closed HT model was created (Figure 1) [8]. The
force to be applied to the head was determined not to exceed 0.5
joules so that the animals would survive the head injury and
maintain their nourishment functions. For this purpose, we used
weight and height upper limits of 50 g and 1 m, respectively [9].

All procedures were carried out under general
anesthesia, with the inhalation of isoflurane (Forane; Abbott
Laboratories, Abbott Park, IL, USA) at 4% for induction and 2%
for maintenance. Dexketoprofen 5 mg/kg/day (Arveles; Menarini
Turkey, Istanbul, Turkey) was administered to all rats, while one
dose of cefazolin sodium 15 mg/kg (Cefozin; Bilim
Pharmaceuticals, Istanbul, Turkey) was administered to the
animals that were performed fixation.

With an anterior approach over the knee, the patella was
lateralized with a longitudinal incision, and the distal femur was
exposed. Later, a fracture was created in the femoral shaft. The
femoral canal was reamed with a 1.2 mm K-wire, and a 1 mm K-
wire crossing the fracture line was inserted into the femoral
medulla. The proximal part was bent to prevent the wire from
coming back. After the wire was cut, the subcutaneous tissue was
closed with 3/0 Vicryl, and the skin was sutured with 3/0 silk
sutures (Figure 2). The experimental fracture model described by
Bonnarens and Einhorn was applied unilaterally to the left leg of
rats following the principles used in numerous studies of
experimental fracture healing [10]. For this, a weight of 150 g
was dropped on the thigh from a height of 1 m.

Two rats had to be replaced with new rats due to the
segmental fractures they developed, which we noticed during our
radiological checks. After the procedure, no movement
restriction was applied to the animals, and they were placed in
cages with four rats in each cage.

Figure 1: Closed
head trauma
apparatus.

Figure 2: Intramedullary
insertion of the K-wire into the
femur.

Figure 3: Cardiac blood
withdrawal after thoracotomy.

The rats were sacrificed by exsanguination following
thoracotomy 24 h later for Group la and on the seventh day for
Group 1b (Figure 3). To affect the analysis results in the blood
samples taken, the blood was drained with a 45-degree slope
after the injector was removed to prevent changes in serum
content due to hemolysis. The samples were taken to the
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centrifuge device and centrifuged at 1000 rpm for 15 min, and
the serum portions were separated. Sera (1.5 ccs) from Group la
was given to Groups 2a, 2b and 2c, and sera from Group 1b (1.5
ccs) were given to Groups 2a, 2b and 2c intraperitoneally and
without waiting. On the 10th day, the rats in Groups 2a, 3a, and
4a were sacrificed. Groups 2b, 3b, and 4b were sacrificed on day
20, and 2c, 3c, and 4c were sacrificed on day 30. The
biomediator levels were determined by keeping the sera obtained
from all groups and healthy control rats at -80°C.

The serum beta-catenin (catalog no: E1153Ra), CRP
(catalog no: EO053Ra), TGF beta 1 (catalog no: E1688Ra), Wnt-
16 (catalog no: E2542Ra), ALP (catalog no: E0345Ra), GH
(catalog no: E0551Ra), PTH (catalog no: E0333Ra), IL-1 beta
(catalog no: E0119Ra), IL-6 (catalog no: EO135Ra), IL-10
(catalog no: E0108Ra), IL-17A (catalog no: EO116Ra), IL-17F
(catalog no: E0939Ra), IL-22 (catalog no: E1473Ra), and IL-23
(catalog no: EO125Ra), and TNF alpha (catalog no: EO764Ra)
levels were tested using commercially available ELISA kit
following the manufacturer’s instructions (Shanghai Korain
Biotech Co. Ltd., Shanghai, China). In addition, serum calcium
and phosphorus levels were measured in the C-502 module of the
Roche Cobas 8000 analyzer (Roche Diagnostics, Geneva,
Switzerland) using commercial kits. All kits’ inter-test
coefficient of variation (CV) values were 10%. Among the tests,
intra-assay CV was <8%.

Following sacrifice, the femurs were disarticulated from
the hip joint, and X-rays of the legs were taken (Figures 4-6). In
all groups, the ratios defined by Spencer on the lateral
radiographs taken on the 10™, 20", and 30" days were evaluated
by an orthopedist blinded to the group information [11].

Figure 4: Radiological appearance of
Group 2 on Day 30.

Figure 5: Radiological appearance of Group 3
on Day 30.

Figure 6: Radiological appearance of Group 4 on Day 30.

Statistical analysis

NCSS 2007 software (NCSS, LLC, Kaysville, UT,
USA) was used for statistical analysis. The descriptive statistical
Amethods were defined (mean, standard deviation, median,

Effect of head trauma and long bone fracture on biomediator IevelsA
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frequency, ratio, minimum, and maximum), and to evaluate the
distribution of the data, normality between the groups was
evaluated using the Shapiro-Wilk test. While the differences
between 3 or more groups were analyzed with the Kruskal-
Wallis test, a non-parametric test, the Mann-Whitney U test was
used to compare the two groups. We used the Friedman test to
compare three or more time points of the recovery period and the
Wilcoxon test to compare two time points. Statistical
significance was evaluated at P<0.01 and P<0.05 levels.

Results

Radiological scores increased significantly in all groups
from day 10 to day 30 (P=0.003), again showing statistically
significant differences between groups. When the 10th-day
results were compared, Group 3a had significantly lower scores
than Group 2a (P=0.03), and group 4a scores were higher than
group 3a scores (P=0.01). When the results of the 20th day were
compared, Group 3b had significantly lower scores than Group
2b (P=0.004), while the scores of Group 4b were higher than 2b
(P=0.03). had scores lower than Group 4c (P = 0.001) (Table 2).

Table 2: Comparison of the radiographic measurements in the groups

n_Mean(SD) Min-Max (Median) = P-value
Day10 Group2 | 6 1.3(0.1) 1.2-14 0.022"
Group3 | 6 1.1(0.3) 1.1-13
Group4 | 6 1.4(0.2) 1.3-1.6
Day20 @ Group2 | 6 2.2(0.2) 2-2.4 0.0017
Group3 | 6 1.8(0.1) 1.7-1.9
Group4 | 6 24(0.1) 2.3-25
Day30 Group2 | 6 2.6(0.2) 25-2.7 0.006"
Group3 | 6  24(0.2) 2.3-25
Group4 | 6 28(0.1) 2.6-3

Kruskal-Wallis test. * P<0.05, f P<0.01

When serum samples were analyzed, the mean Ca levels
in all treatment groups were significantly higher in the control
group than in the other groups (P=0.001). The CA levels of
Groups 2 and 3 were significantly higher than the mean Ca levels
of Group 1 (P=0.001), while the Ca levels of Group 4 were
significantly lower than the mean Ca levels of Groups 2 and 3
(P=0.001). No significant difference was observed in Ca levels
in the within-group evaluations at all follow-up time points of the
treatment groups (Table 3). The mean phosphorus levels among
the groups did not differ significantly. No significant differences
in terms of phosphorus levels were detected in the intragroup
evaluations of all groups at all follow-up time points (Table 3).

The mean beta-catenin levels in all treatment groups,
except Group 1, were significantly higher than in the control
group (P=0.001). The mean beta-catenin level in Group 1 was
significantly lower than in Groups 2, 3, and 4 (P=0.001). No
significant differences in beta-catenin levels were observed in
intragroup evaluations of the treatment groups at all follow-up
time points (Table 3).

The mean CRP level of the control group was
significantly lower than the other groups (P=0.002). When the
CRP levels of Groups 2, 3, and 5 were evaluated, it was seen that
it was significantly lower than the Group (P=0.001); when the
mean CRP level in Group 4 was considered, it was seen that it
was significantly higher than the control group (P=0.001). No
significant difference was observed in CRP levels in the within-
group evaluations of the treatment groups at all follow-up time
points (Table 3).
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Table 3: Comparison of the serum contents in the groups

n Mean (SD) Min-Max (Median) = P-value
Ca Group 1 7 | 8.26(0.38) 7.8-8.9(8.2) 0.0017
Group 2 8 | 9.51(0.26) 9.1-9.8 (9.6)
Group 3 6 | 9.53(0.18) 9.28-9.8 (9.55)
Group 4 9 | 834(0.27) 7.9-8.7 (8.4)
Control group 2 10.1 (0.42) 9.8-10.4 (10.1)
p Group 1 7 | 3.86(0.41) 3.01-4.28 (3.87) 0.070
Group 2 8  3.86(0.23) 3.51-4.18 (3.87)
Group 3 6 | 4.43(0.16) 4.12-4.58 (4.46)
Group 4 9 | 4.07(055) 3.26-4.72 (3.93)
Control group | 2 4.23 (0.27) 4.04-4.42 (4.23)
Beta-catenin = Group 1 7 3.4(1.01) 2.4-4.91 (2.89) 0.001"
Group 2 8 | 7.7(0.59) 6.83-8.38 (7.77)
Group 3 6  7.24(0.55) 6.44-7.8 (7.31)
Group 4 9 | 7.44(0.65) 6.77-8.62 (7.55)
Control group | 2 2.61(0.3) 2.4-2.82 (2.61)
CRP Group 1 7 | 94.39 (7.02) 84.75-102.1 (97.2) 0.002"
Group 2 8  56.72(16.99) 31.01-78.04 (54.22)
Group 3 6 | 38.95(17) 23.95-70.31 (34.99)
Group 4 9 61.31(32) 26.62-115.73 (63.3)
Control group | 2 3.47 (1.25) 2.58-4.35 (3.47)
TGF beta 1 Group 1 7 | 263.25(24.78) 223.79-289.6 (273.79) 0.001*
Group 2 8 | 319.33(32.19) 290.06-367.85 (303.21)
Group 3 6  314.58 (25.99) 276.89-344.1 (317.39)
Group 4 9 | 347.78 (45.71) 292.91-406.62 (338.6)
Controlgroup | 2 = 218.73 (10.31) 211.44-226.02 (218.73)
Wnt-16 Group 1 7 540.52 (108.41) 412.83-717.35 (499.64) 0.046"
Group 2 8 | 477.53(32.1) 438.94-539.63 (478.44)
Group 3 6 | 445.24 (63) 371.6-551.3 (439.51)
Group 4 9 | 494.38 (48.79) 431.01-601.12 (489.4)
Controlgroup | 2 = 383.61 (14.38) 373.44-393.78 (383.61)
ALP Group 1 7 | 483.84(9.09) 475.79-502.55 (483.38) | 0.002
Group 2 8 | 434.53(29) 401.06-469.72 (425.22)
Group 3 6 | 401.27 (27.22) 371.43-451.76 (395.72)
Group 4 9 | 466.16 (43.38) 411.81-524.48 (483.1)
Controlgroup | 2 | 454.67 (36.05) 429.18-480.17 (454.67)
GH Group 1 7 | 17.41(1.18) 16.08-18.9 (16.7) 0.002
Group 2 8 | 9.46(3.7) 5.11-14.45 (8.21)
Group 3 6 | 5.81(2.91) 3.55-11.34 (4.93)
Group 4 9 | 8.37(5.04) 4.57-17.37 (1.22)
Control group 2 9.53 (0.18) 9.4-9.65 (9.53)
PTH Group 1 7 | 1417 (337) 11.03-18.17 (11.85) 0.006"
Group 2 8 | 8.6(3.18) 5.51-12.48 (6.87)
Group 3 6 | 5.79(258) 4.1-10.87 (4.88)
Group 4 9 | 837(2.91) 4.58-11.93 (7.74)
Controlgroup | 2 | 10.43 (0.86) 9.82-11.04 (10.43)
IL-1 beta Group 1 7 | 180.3 (5.35) 174.02-186.34 (181.02) = 0.001"
Group 2 8 | 164.53(10.31) 148.8-175.62 (163.42)
Group 3 6 | 140.19 (15.11) 122.26-165.32 (139.56)
Group 4 9 | 192.43(13.92) 178.32-219.08 (190.02)
Controlgroup | 2 | 113.63 (10.72) 106.05-121.21 (113.63)
IL-6 Group 1 7 | 81.01(23) 76.84-83.07 (82.21) 0.001*
Group 2 8 | 68.79(3.72) 64.44-73.99 (67.82)
Group 3 6 | 63.45(3.84) 59.11-69.23 (63.29)
Group 4 9 84.04 (8.69) 75.16-95.99 (85.93)
Control group 2 46.74 (0.23) 46.58-46.9 (46.74)
1L-10 Group 1 7 | 25.69 (2.01) 23.47-28.17 (24.64) 0.001*
Group 2 8 | 30.17 (2.26) 30.02-35.96 (33.76)
Group 3 6 | 34.87 (L71) 33.26-37.23 (34.65)
Group 4 9 | 27.18(3.42) 21.07-30.95 (27.2)
Control group | 2 5.65 (0.12) 5.57-5.74 (5.65)
IL-17A Group 1 7 | 220.3(60.73) 161.3-295.68 (179.88) 0.007*
Group 2 8 | 151.7(14.01) 133.97-167.44 (154.97)
Group 3 6 | 146.41 (5.61) 140.85-154.89 (145.08)
Group 4 9 | 160.37 (14.82) 132.89-174.61 (145.11)
Controlgroup | 2 | 141.46 (3.97) 138.65-144.27 (141.46)
IL-17F Group 1 7 | 224.64 (69.4) 152.04-309.8 (174.23) 0.173
Group 2 8 | 219.77 (18.07) 222.04-275.34 (243.74)
Group 3 6 | 208.62(24.98) 198.45-254.2 (233.84)
Group 4 9 | 223.36(26.53) 206.86-276.59 (230.28)
Control group 2 159.88 (13.94) 150.03-169.74 (159.88)
1L-22 Group 1 7 | 206.61(23.7) 175.06-241.08 (199.73) = 0.938
Group 2 8 | 211.75(29.2) 170.56-250.12 (219.44)
Group 3 6 | 217.18(38.8) 173.34-264.89 (212.25)
Group 4 9 | 211.81(11.63) 198.15-236.61 (209.67)
Controlgroup | 2 | 222.23(19.93) 208.14-236.33 (222.23)
1L-23 Group 1 7 | 262(53.69) 213.37-341.21(230.99) | 0.001
Group 2 8 162.34 (12.79) 145.72-183.76 (157.49)
Group 3 6 150.58 (6.9) 140.52-160.7 (150.58)
Group 4 9 | 173.3(26.18) 151.15-226.9 (164.52)
Control group 2 154.67 (8.34) 148.77-160.57 (154.67)
TNF alpha Group 1 7 139.21(15) 120.1-166.51 (140.15) 0.001"
Group 2 8 | 129.86 (11.07) 115.9-145.1 (129.4)
Group 3 6 | 71.28(8.24) 60.63-84.32 (69.83)
Group 4 9 | 138.14(7.15) 129.4-150.31 (137.49)
Controlgroup | 2 | 60.92 (0.14) 60.82-61.02 (60.92)

Kruskal-Wallis test. ALP: alkaline phosphatase, Ca: calcium, CRP: C-reactive protein, GH: growth
hormone, IL-1 beta: interleukin 1 beta, IL-6: interleukin-6,IL-10: interleukin 10, IL-17A: interleukin 17A,
IL-17F: interleukin 17F, 1L-22: interleukin 22, IL-23: interleukin-23, P: phosphate, PTH: parathyroid
hormone, TGF beta 1: transforming growth factor beta 1, TNF alpha: tumor necrosis factor alpha. *P<0.05,
P<0.01

When the mean TGF beta 1 levels were evaluated, it
was seen that there were significant differences between the
groups (P=0.001). The TGF beta 1 level in Groups 2, 3, and 4
was significantly higher than Group 1 (P=0.001), while the mean
TGF beta 1 level in Groups 2 and 4 in the control group was

significantly lower than the control group (P=0.001). No
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significant difference was observed in terms of TGF beta 1 level
in the within-group evaluations of the treatment groups at all
follow-up time points (Table 3).

Significant differences were observed when the mean
Wnt-16 levels were compared between the groups (P=0.046).
The control group was significantly lower when compared to the
mean Wnt-16 levels in Groups 1, 2, and 4 (P=0.001). No
significant difference was observed regarding Wnt-16 levels in
the within-group evaluations of the treatment groups at all
follow-up time points (Table 3).

Mean ALP levels differed significantly between groups
(P=0.002). The mean ALP levels in Group 3 were significantly
lower than in Group 1 (P=0.001), while the mean ALP level in
Group 4 was significantly lower compared to Group 3
(P=0.001). No significant difference was observed in ALP levels
in the within-group evaluations of the treatment groups at all
follow-up time points (Table 3). The mean GH levels also
significantly differed among the groups (P=0.002). The mean
GH level in Group 1 was significantly higher than in Groups 2,
3, 4, and 5 (P=0.001), while the mean ALP level in Group 2 was
significantly higher than in Group 3 (P=0.001). No significant
differences in ALP levels were observed in intragroup
evaluations of the treatment groups at all follow-up time points
(Table 3).

When the groups were compared in terms of mean PTH
levels, there were similarly significant differences between the
groups (P=0.006). The PTH level in Groups 3 and 4 was
significantly lower than the mean PTH level in Group 1
(P=0.001), while the PTH level in Group 3 was significantly
lower than the mean PTH level in Groups 2 and 4 (P=0.001). No
significant difference was observed in PTH levels in the within-
group evaluations of the treatment groups at all follow-up time
points (Table 3).

The mean IL-1 beta levels in all treatment groups were
significantly higher than in the control group (P=0.001). The
mean IL-1 beta level in Group 1 was significantly higher than in
Groups 2 and 3 (P=0.001) but lower than in Group 4 (P=0.001).
The mean IL-1 beta level in Group 2 was significantly higher
than in Group 3 (P=0.001) but lower than in Group 4 (P=0.001).
In addition, the mean IL-1 beta level in Group 3 was
significantly lower than in Group 4 (P=0.001). No significant
differences in IL-1 beta levels were observed in intragroup
evaluations of the treatment groups at all follow-up time points
(Table 3).

The mean IL-6 levels in all treatment groups were
significantly higher than in the control group (P=0.001). The
mean IL-6 level in Group 1 was significantly higher than in
Groups 2 and 3 (P=0.001). The mean IL-6 levels in Groups 2
and 3 were significantly lower than in Group 4 (P=0.001). No
significant differences in IL-6 levels were observed in intragroup
evaluations of the treatment groups at all follow-up time points
(Table 3).

The mean IL-10 levels in all treatment groups were
significantly higher than in the control group (P=0.001). The
mean IL-10 level in Group 1 was significantly lower than in
Groups 2 and 3 (P=0.001), while the mean IL-10 levels in
Groups 2 and 3 were significantly higher than in Group 4
(P=0.001). No significant differences in IL-10 levels were
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observed in intragroup evaluations of the treatment groups at all
follow-up time points (Table 3).

The mean IL-17A levels differed significantly among
the groups (P=0.007). The mean IL-17A level in Group 1 was
significantly higher than in all other groups (P=0.001). No
significant differences in IL-17A levels were observed in
intragroup evaluations of the treatment groups at all follow-up
time points (Table 3).

The mean IL-17F levels among the groups did not differ
significantly. No significant differences in IL-17F levels were
observed in intragroup evaluations of the treatment groups at all
follow-up time points (Table 3).

The mean IL-22 levels among the groups did not differ
significantly. No significant differences in IL-22 levels were
observed in intragroup evaluations of the treatment groups at all
follow-up time points (Table 3).

The mean IL-23 levels showed significant differences
among the groups (P=0.001). The mean IL-23 level in Group 1
was significantly higher than in the other treatment groups and
the control group (P=0.001). The mean IL-23 level in Group 3
was significantly lower than in Group 4 (P=0.001). No
significant differences in IL-23 levels were observed in
intragroup evaluations of the treatment groups at all follow-up
time points (Table 3).

The mean TNF alpha levels in all treatment groups,
except Group 3, were significantly higher than in the control
group (P=0.001). The mean TNF alpha levels in Groups 1 and 2
were significantly higher than that in Group 3 (P=0.001),
whereas the mean TNF alpha level in Group 3 was significantly
lower than that in Group 4 (P=0.001). No significant differences
in TNF alpha levels were observed in intragroup evaluations of
the treatment groups at all follow-up time points (Table 3).

Discussion

The most important outcome of our study is that
inflammatory cytokines in HT cases increased more compared to
cases with isolated LBFs in the early period, that there was a
negative relationship between anti-inflammatory cytokine levels
and fracture callus thickness, and that it presented a perspective
on the molecular level to the transfer of the positive effect
between cases.

Fracture healing comprises three phases: inflammatory,
proliferative, and remodeling. The inflammatory phase includes
hematoma formation, releasing inflammatory and growth factors,
activating phagocytic cells, and migrating, proliferation, and
differentiation of mesenchymal cells. TNF alpha, IL-1 beta, IL-6,
and TGF beta can be counted among the active mediators during
this period [12]. In the proliferation phase, the hematoma is
organized, followed by soft and hard callus formation. When an
immature bone is formed, growth factors are very effective
during this period. In the remodeling phase, the mineralized
callus tissue transforms into a load-bearing, stable lamellar bone
tissue [13]. The active mediators in this period are TNF alpha,
IL-6, IL-1, growth hormone, and parathormone [14]. Our study’s
first and seventh days correspond to the inflammation phase, the
10" day to the early callus phase, the 20" day to the
mineralization phase, and the 30™ day to the ossification phase
before remodeling.
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HT changes the healing process of the fracture and
provides faster healing with abundant callus formation [15].
However, the mechanisms affecting fracture union in such
combined traumas have not been fully understood. In the
literature, the alkaline blood pH caused by hyperventilation after
HT, a central hormonal response, and inhibition of the
sympathetic nervous system are listed as possible mechanisms
[16]. In the current study, we took the serum samples from
Group 1 rats with HT at the 24" hour and on the seventh day and
transferred them to Group 2 rats without HT to detect this
hormonal effect and see its effectiveness.

In a study performed by Gautschi et al. [17] on human
serum samples, the authors observed that the Ca levels in serum
samples in patients with HT, LBF, and CI were significantly
lower than that of the controls until the seventh day. In our study,
despite the serum transfer, the Ca levels in the serum-transferred
group of rats were found to be similar to those of rats with LBFs.

In Gautschi et al.’s study [17], the phosphate levels in
patients with HT, LBF, and CI were lower than that of the
controls until the third day. In our study, phosphate values were
not different in inter and intragroup comparisons. It is known
that PTH is an effective regulator of Ca and phosphate balance,
in addition to its effect in increasing osteoblastic differentiation
[18]. In human serum samples taken from patients with HT and
Cl, PTH levels peaked in the first 24 h and showed higher values
than isolated LBFs in Khallaf et al.’s study [19]. In another
study, PTH levels were found to peak in the first 6-24 h after HT
in samples taken from human cases, while the PTH levels in
serum samples with CI were higher at 24 h than in cases with HT
and LBFs [17]. In our study, the PTH values of rats with HT
were higher than those of other rats because serums were
obtained in the early period. PTH values were higher in rats with
Cl and were given serum than in rats with LBFs was attributed to
the effect of HT.

Although GH levels were reported to decrease below
normal values in the third week after isolated LBFs, the GH
levels peaked in rats with HT and CI in the same period [19].
This suggests that it has more of a stimulating effect on GH. In
our study, the fact that the GH levels were higher in the rats with
HT than in the group with CI suggests that isolated HT has a
more stimulating effect on GH.

CRP, which is a strong acute phase reactant, has been
reported to increase in the early inflammatory period of fracture
healing, and this increase is even more pronounced after HT
[20]. In a study conducted on human serum samples, CRP levels
up to the seventh day were higher than the control group in cases
with HT, LBFs, and CI, while the cases with isolated fractures
had the lowest values [17]. In our study, the highest CRP values
were found in the sera of rats with HT in the early period.

Alkaline phosphatase is an indicator of early osteogenic
differentiation [21]. It has been reported that ALP levels, which
indicate bone regeneration, gradually decrease during the first 4
weeks after LBFs, remaining below the control values [1]. In our
study, although ALP levels decreased after LBFs, ALP levels
suggestive of increased osteoblastic activity were observed in
both the HT and the serum-transferred groups. This was
evaluated to indicate that serum could transfer the osteoblastic
effect between individuals.
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TGF beta 1, a powerful stimulator of osteoblastic bone
formation, has been reported to increase up to the sixth week
following LBFs [1]. In a study conducted on rat tibia fracture
models, the researchers stated that local applications of TGF beta
positively affected fracture union [22]. In our study, high TGF
beta 1 levels were noticed in both the HT and the serum-
transferred groups, consistent with the increased fracture callus
tissue in these groups.

It has been reported that Wnt-16 directly proliferates the
development of osteoblasts while indirectly suppressing
osteoclast formation and differentiation. It is also known that,
due to its effects on both osteoblasts and osteoclasts, Wnt-16
does not increase initially but rather later in patients with LBFs
[23]. The Wnt-16-beta-catenin signaling pathway is activated
after HT [24]. Bao et al. [25] stated that slight activation of the
Whnt-16-beta-catenin signaling pathway might positively affect
fracture healing in the late phase, while Huang et al. [26]
reported that inhibition of the beta-catenin signaling pathway
delayed fracture healing in mice. The activation of the Wnt-beta-
catenin signal pathway reduces inflammatory markers TNF
alpha, IL-6, and IL-1 beta [27]. In our study, we observed that
the Wnt-16-beta-catenin signal pathway was activated, especially
after HT, and this effect was observed in rats in whom serum
was transferred.

Tumor necrosis factor alpha has a dual effect; it can
suppress new bone formation by stimulating bone reabsorption
and destruction. At low concentrations, it stimulates osteogenic
differentiation, while at high concentrations, it inhibits it. Tumor
necrosis factor alpha has a dual effect; it can suppress new bone
formation by stimulating bone reabsorption and destruction. It
stimulates osteogenic differentiation at low concentrations and
inhibits it at high concentrations. TNF alpha has the effect of
stimulating ossification at an early stage. In the following
process, TNF alpha suppresses the non-tissue-specific ALP
activity and reduces the mineralization process, thus preventing
bone formation. Besides, it promotes the secretion of vascular
endothelial growth factor (VEGF), which is secreted by
neutrophils and directly affects the formation of blood vessels.
Together with IL-1 beta [2], it can promote the mineralization of
the bone matrix. Chan et al. stated that TNF alpha injections
could have a positive effect in the early period (first 24 h) of
fracture healing [28]. The high rates of the union in the serum-
transferred group in our study may be related to the early
collection of these sera from rats with HT.

Interleukin-1 is an inflammatory mediator that appears
in the early post-fracture period and activates healing [29].
However, this positive effect is limited to low doses. Brenner et
al. [30] reported that IL-1 beta at high concentrations inhibited
osteoblast migration while increasing osteoclast activity, thus
delaying fracture healing. Ozeki et al. [31] reported that IL-1
beta increased the proliferation of osteoblast-like cells through
the Wnt signaling pathway. In our study, we observed that the
Whnt-16 levels and IL-1 beta levels showed similar correlations in
the groups.

Interleukin-6 is one of the inflammatory mediators
released abundantly by osteogenic cells in the early post-fracture
period [32]. Beeton et al. [33] reported higher IL-6 levels in ClI
cases than in HT cases. It is believed that IL-6 regulates
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osteoblast and osteoclast activity, increases soft callus formation,
and affects osteoclastogenesis [34]. In the current study, the IL-6
levels were high in the early period, while the mean IL-6 level in
Group 4 rats was higher than that of Group 2. It has been
reported that Interleukin 6 and Tumor necrosis factor-alpha
levels, which are pro-inflammatory factors, increase first in the
first and second weeks after LBFs, and then gradually decrease
[1].

Interleukin-17 is a family of pro-inflammatory
cytokines. IL-17A suppresses osteoclast differentiation at high
doses, and its effects on bone formation are contradictory [35].
IL-17F induces osteogenic differentiation and positively affects
osteoblast maturation [21]. In addition, IL-17F increases in the
early phase of fracture healing [21]. Our study shows that both
IL-17A and IL-17F are elevated early after HT.

Interleukin-23 is a pro-inflammatory  cytokine
responsible for bone non-union caused by inflammation [36]. It
has been stated that the IL-23 levels in rats with a HT model
were above those of the controls until the 14™ day, peaking on
the third day [37]. Our study showed the greatest increase in IL-
23 values in Group 1 rats due to HT.

Interleukin-10 has a strong anti-inflammatory effect. It
negatively affects the production of pro-inflammatory cytokines,
such as IL-1 and IL-6, and inhibits their release [38]. In addition,
the cytokine has been reported to suppress osteoclastic activity
[39]. In evaluating the group averages of IL-10 levels in our
study, the values were lower in rats that had HT and were
transferred to serum. We believe that low IL-10 levels are
associated with increased union rates. Although IL-22, a member
of the IL-10 cytokine family, showed a similar outcome pattern
to IL-10 in the treatment groups, no significant difference was
observed between the groups.

Our study had some limitations. First, the number of our
subjects was relatively few; by increasing the number of
subjects, an evaluation could be made with the data to be
obtained in similar periods in all groups. Second, we only had
radiological outcomes and molecular parameters. A
biomechanical and or histopathological evaluation was not
performed. Finally, conventional radiography was employed
instead of micro CT for radiological examinations.

The literature suggests that the sera obtained from HT
cases in in vitro cell culture media positively affects osteoblastic
cell proliferation [17]. Sari et al. [40] stated that fracture union
could be induced radiologically and histopathologically by in
vivo serum transfer. The importance of inflammatory and anti-
inflammatory cytokine balance in the bone union process has
been shown at the molecular level.

Conclusion

Our study demonstrates that, at the macro level, the
callus thickness was higher in the serum-transferred group than
in the cases with isolated fractures. The study also enabled us to
obtain more information about the early inflammatory molecular
changes of fracture healing, especially in cases with HT. Based
on our findings, we concluded that inflammatory cytokines (IL-
17A, IL-1 beta, IL-17F, IL-6, IL-23, and tumor necrosis factor-
alpha) were elevated in the early period in HT groups and that
this effect could be transferred to Group 2 rats by serum transfer.
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It is noteworthy that the Wnt-16, IL-1 beta, and TNF

alpha values, which positively affect union, were higher in the
serum transfer group than the isolated fracture group and that IL-
10 levels, a negative modulator on the union, were negatively
correlated with callus thickness. Our findings will contribute to
developing new therapeutic agents for fracture healing.
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Abstract

Background/Aim: Inflammation is a crucial component in the pathophysiology of systemic lupus
erythematosus (SLE) nephritis. Immune-based scores, such as the neutrophil-lymphocyte and the platelet-
lymphocyte ratios (NLR and PLR, respectively) have been suggested as predictors of inflammation and
prognosis in SLE. This study aimed to investigate the value of the systemic immune-inflammation index
(SI1), inflammatory prognostic index (IP1), and systemic inflammatory response index (SIRI) in SLE and
lupus nephritis (LN).

Methods: This case-control study consisted of 108 newly diagnosed SLE patients (separated into two
subgroups, which included 34 patients with biopsy-proven LN and 74 without nephritis) and 108 age- and
gender-matched healthy controls who presented to our outpatient clinic between October 2015 and June
2020. Patients with malignancy, lymphoproliferative and hematologic disorders, active infection, and
autoimmune diseases other than SLE were excluded. Inflammation-based biomarkers were calculated at
the first presentation of the disease and before any medication was administered. SII was calculated as
Neutrophil/Lymphocyte x Platelet, SIRI as Neutrophil x Monocyte/Lymphocyte, and IPl as CRP x
NLR/serum albumin. The Systemic Lupus Erythematosus Disease Activity Index 2000 (SLEDAI-2K) was
used to measure disease activity. The capability of SlI, SIRI, NLR, PLR, and IPI to distinguish between
SLE patients with or without nephritis was assessed using receiver operating characteristic (ROC) curves.
Correlations of inflammation-based scores (Sll, SIRI, IPI, NLR) with disease activity and laboratory data
of SLE patients were analyzed.

Results: SlI, SIRI, and IPI were significantly higher in SLE patients than in healthy controls (P=0.003,
P=0.019, and P<0.001, respectively) and also significantly higher in patients with nephritis than in those
without (P<0.001, P=0.009, and P=0.007, respectively). The area under the curve (AUC) for SlI, SIRI,
and IPI in terms of differentiating SLE patients with or without nephritis was 0.748, 0.690, and 0.663,
respectively. The cut-off value of SlI, SIRI, and IPI to predict LN was 552.25 (sensitivity: 64.7%;
specificity: 64.9%; P<0.001), 1.08 (sensitivity: 61.8%; specificity: 62.2%; P=0.002), and 4.48 (sensitivity:
61.8%; specificity, 62.2%; P=0.007), respectively.

Conclusion: SlI, SIRI, and IPI may be valuable and promising inflammation-based biomarkers in SLE and
for the presence of nephritis in SLE patients. SIl was found to be the most reliable predictor of SLE among
the inflammation-based biomarkers in our study.

Keywords: lupus nephritis, inflammation, systemic lupus erythematosus
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Introduction

Systemic lupus erythematosus (SLE) is a complex
multisystem, autoimmune disease involving almost all organs
[1]. The impact of inflammation on disease pathogenesis and
prognosis is well-established [2]. Lupus nephritis (LN) is a
leading cause of mortality and morbidity. Despite
immunosuppressive treatments, approximately 40% of patients
develop renal failure [3]. Thus, prompt identification and early
treatment of LN are essential. The need for biomarkers to enable
a rapid and easy assessment of inflammatory status in renal
involvement in SLE patients exists. Many serum markers, such
as C-reactive protein (CRP), erythrocyte sedimentation rate
(ESR), complements, and anti-double-stranded DNA (anti-
dsDNA), are used to assess the inflammatory status, organ
damage, and disease activity of SLE [4]. However, these markers
can be costly to use during follow-up and can be influenced by
some conditions, such as infections and
hypergammaglobulinemia [5,6]. Furthermore, clinical and
serological variety in addition to diversity may affect the correct
interpretation of disease activity and inflammation.

Neutrophil, lymphocyte, monocyte, and platelet counts
are routinely performed during clinical evaluations and follow-
ups. Numerous studies have shown the role of neutrophil-to-
lymphocyte and platelet-to-lymphocyte ratio (NLR and PLR,
respectively) in determining inflammation and prognosis in
rheumatic diseases and malignancies [7, 8]. Recent studies have
identified NLR and PLR as valuable biomarkers in the
assessment of inflammation and disease activity in SLE [7].

The systemic immune-inflammation index (SII) is a
combination of platelet count and NLR. SII was recently
developed by Hu et al. [9] as a novel inflammation marker to
evaluate the predictive value in hepatocellular carcinoma (HCC)
and has been widely studied in many malignancies [10]. It has
been reported that SII could provide better information than NLR
and PLR about systemic inflammation in cancer patients [9]. The
Systemic Inflammatory Response Index (SIRI) and the
Inflammatory Prognostic Index (IPI) are two other inflammatory
biomarkers that have been shown to be valuable in predicting the
prognosis of various types of malignancy. [11,12]. In addition to
NLR, CRP, and albumin are used to calculate IPI and monocyte
count for SIRI.

Limited evidence in the literature evaluating the
association between inflammation-based biomarkers such as Sll,
SIRI, and renal involvement in SLE patients is available. Also,
the association between IPI and SLE has not been previously
reported. Therefore, the goal of the study was to evaluate the
value of the SlI, SIRI, and IPI for predicting the presence of
nephritis in SLE patients.

Materials and methods

Study design

This case-control study included 108 SLE patients (34
with biopsy-proven lupus nephritis and 74 without nephritis) and
gender and age-matched 108 healthy control (HC) groups who
applied to our outpatient clinic between October 2015 and June
2020. SLE patients had been newly diagnosed in our center and
did not yet receive treatment. Inflammation-based biomarkers are
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calculated at the first presentation of the disease and before any
medication. Patients with malignancy, lymphoproliferative and
hematological disorders, active infection, and autoimmune
diseases other than SLE were excluded. The flow diagram of
included SLE patients and controls is shown in Figure 1. The
study was approved by the Research Ethics Committee of Mersin
University (2020/591). The study was conducted in compliance
with the Declaration of Helsinki.

Figure 1: Flow diagram of included Systemic Lupus Erythematosus (SLE) patients and
controls

SLE patients diagnosed in our
center

Controls

n=119
n=132
SLE without nephritis SLE with nephritis
n=93 n=39
Excluded Excluded Excluded
Malignancy, Other causes of Lack of
infection, nephritis, data
diagnose of [ — malignancy,
autoimmune infection, n=11
diseases diagnose of
autoimmune
=19 diseases
n=5
SLE without nephritis SLE with nephritis Controls
n=74 n=34 n=108

Participant selection

G*power 3.1 was used to calculate the sample size
(Franz Faul, University of Kiel, Germany). With a Type | error
of 0.05 and an 80% confidence interval, a sample size of at least
29 was required.

All SLE patients’ diagnoses were based on the
established 2012 Systemic Lupus International Collaborating
Clinics Classification (SLICC) criteria [13]. Patients with LN
were those who had the diagnosis confirmed by a biopsy.

The healthy control group consisted of healthcare
providers who applied to the general internal medicine outpatient
clinic for regular periodic checkups and had no known diseases.

Data collection

All subjects' demographic characteristics and clinical
and laboratory data were obtained from the medical records.
Information was obtained from the patients before treatment,
including glucocorticoids: (1) white blood cell count, (2)
lymphocyte, neutrophil, and platelet count, (3) ESR, (4) CRP, (5)
complement C3 and C4, (6) creatinine, and (7) albumin.
Autoantibodies, including anti-dsDNA, anti-nuclear, anti-Smith,
and anti-SS-A/anti-SS-B, were recorded.

Disease activity was measured by the Systemic Lupus
Erythematosus Disease Activity Index 2000 (SLEDAI-2K) [14].

Calculations of systemic inflammation-related
indices

SII was calculated as Neutrophil/Lymphocyte x Platelet,
SIRI as Neutrophil x Monocyte/Lymphocyte, NLR as
Neutrophil/Lymphocyte, IPI as CRP x NLR/serum Albumin, and
PLR as Platelet/Lymphocyte.

Statistical analysis

Statistical analyses were performed using IBM SPSS
18.0 (SPSS Inc., Chicago, USA). The demographic and
laboratory data are given as means and standard deviations. The
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distribution of the variables was tested with the Kolmogorov—
Smirnov test. Student’s t-test was used to analyze the difference
between the two groups if it’s normally distributed. Otherwise,
the Mann—Whitney U test was used. The variables’ correlation
was assessed using Spearman’s correlation for non-normal and
Pearson’s correlation for normal distribution. Receiver operating
characteristics (ROC) were used to evaluate the ability of SllI,
SIRI, NLR, PLR, and IPI to differentiate between SLE patients
with nephritis or without nephritis. P<0.05 was considered
statistically significant.

Results

Demographic data and laboratory findings are shown in
Table 1. In both groups, 99 patients were female (91.6%), and
nine were male (8.3%). The mean age of SLE patients was 37.33
(12.45) years. No significant differences in gender and age
between the groups were found (P>0.05). Symptom duration
was 8.91 (11.92) months. Biopsy-proven LN was present in 34
(31.5%) patients. All patients were separated into three groups:
(1) control, (2) SLE without nephritis, and (3) SLE with
nephritis. Neutrophil, lymphocyte, leucocyte, monocyte, platelet
counts were lower in SLE patients compared to healthy controls
(P<0.001 for all). NLR and PLR were higher in SLE patients
than in healthy controls (P<0.001 for all). SII, IPI, and SIRI
were also higher in SLE patients than in healthy controls (685.18
[561.82] versus 512.74 [197.37]; P=0.003, 11.04 (20.33) versus
1.30 [1.48]; P<0.001, 1.30 [1.19] versus 1.00 [0.48]; P=0.019,
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Table 2: Differences between inflammatory biomarkers and disease activity in patients with

lupus nephritis and without nephritis.

SLE with nephritis =~ SLE without nephritis =~ P-value

(n=34) Mean (SD) (n=74) Mean (SD)
ESR (mm/hour) | 39.67 (31.85) 41.52 (26.63) 0.753
CRP (mg/L) 12.50 (17.14) 13.65 (29.90) 0.836
NLR 4.36 (3.55) 2.71 (1.64) 0.014
PLR 258.82 (154.47) 175.29 (117.27) 0.002
Sl 1009.0 (730.39) 536.40 (387.58) <0.001
SIRI 1.74 (1.46) 1.10 (0.98) 0.009
IPI 19.54 (30.58) 7.13 (11.58) 0.007
SLEDAI-2K 10.82 (9.83) 9.18 (7.85) 0.357
C3 (mg/dL) 74.16 (44.03) 75.19 (32.51) 0.891
C4 (mg/dL) 14.93 (10.52) 13.92 (8.30) 0.593

CRP: C-Reactive Protein, ESR: Erythrocyte Sedimentation Rate, IPI: Inflammatory prognostic index, NLR:
Neutrophil-to-Lymphocyte Ratio, PLR: Platelet to-Lymphocyte Ratio, SD: Standard Deviation, SlI:
Systemic Immune-Inflammation Index, SLE: Systemic Lupus Erythematosus, SLEDAI-2K: Systemic Lupus
Erythematosus Disease Activity Index 2000, SIRI: Systemic inflammation response index

SII was not correlated with SLEDAI-2K, complement
levels, creatinine, proteinuria, ESR, or CRP levels in SLE
patients (P>0.05 for all). SIRI was correlated with C3, C4 and
serum creatinine levels (r=0.236; P=0.014, r=0.268; P=0.005,
r=0.195; and P=0.043, respectively). NLR only correlated with
serum creatinine (r=0.215; P=0.025). IPI was positively
correlated with SLEDAI-2K, ESR, CRP, serum creatinine, and
proteinuria (r=0.209; P=0.030, r=0.530; P<0.001, r=0.625;
P<0.001, r=0.264; P=0.006, and r=0.345; P<0.001,
respectively) as shown in Table 3.

Table 3: Correlations of inflammation-based scores (SII, SIRI, IPI, NLR) with disease
activity and laboratory data of SLE patients.

respectively) as shown in Table 1.

Table 1: Demographic and laboratory parameters of patients and healthy controls.

Healthy control SLE (n=108) P-value

(n=108) Mean (SD) = Mean (SD)
Age (years) 39.59 (12.00) 37.33 (12.45) 0.176
ESR (mm/hour) 12.16 (8.55) 40.94 (28.24) <0.001
CRP (mg/L) 3.39 (3.52) 13.29 (26.47) <0.001
Leukocytes (x10/mm?) 7.434 (1.69) 5.491 (2.21) <0.001
Neutrophils (x103/mm?3) 4.357 (1.31) 3.545 (1.69) <0.001
Lymphocytes (x10%mm?) | 2.35 (0.53) 1.379 (0.82) <0.001
Platelets (x10%/mm?) 268.93 (57.61) 222.49 (97.17) <0.001
Monocyte (x103/mm?q) 0.521 (0.151) 0.402 (0.156) <0.001
NLR 1.90 (0.60) 3.23 (2.51) <0.001
PLR 119.11 (32.55) 201.59 (135.13) <0.001
sl 512.74 (197.37) 685.18 (561.82) 0.003
SIRI 1.00 (0.48) 1.30 (1.19) 0.019
IPI 1.30 (1.48) 11.04 (20.33) <0.001
Creatinine (mg/dL) 0.61 (0.11) 0.75 (0.37) <0.001
Albumin (g/dL) 433 (3.2) 36.11 (8.82) <0.001
Proteinuria (mg/day) 1240.24 (2339.24)
SLEDAI-2K 9.70 (8.51)
C3 (mg/dL) 74.87 (36.32)
C4 (mg/dL) 14.24 (9.02)

n, %

ANA 104, 96.3%
Anti-SS-A/Anti-SS-B 34, 31.5%
Anti-Smith 24, 22.2%
Anti-dsDNA 51, 47.2%
Nephritis 34, 31.5%

ANA: Anti-Nuclear Antibody, CRP: C-Reactive Protein, dSDNA: Anti-Double Stranded Antibodies, ESR:
Erythrocyte Sedimentation Rate, IPI: Inflammatory prognostic index, NLR: Neutrophil-to-Lymphocyte
Ratio, PLR: Platelet to-Lymphocyte Ratio, SD: Standard Deviation, Sll: Systemic Immune-Inflammation
Index, SLE: Systemic Lupus Erythematosus, SLEDAI-2K: Systemic Lupus Erythematosus Disease Activity
Index 2000, SIRI: Systemic inflammation response index

SII, SIRI, IPI, NLR, and PLR values were significantly
higher in SLE patients with nephritis than those without nephritis
(P<0.001, P=0.009, P=0.007, P=0.014, and P=0.002,
respectively). ESR, CRP, SLEDAI-2K, and C3 and 4 levels were
not statistically different between the SLE patients without
nephritis and LN (P>0.05 for all) as shown in Table 2.

SHi SIRI 1P1 NLR

r P-value r P-value r P-value r P-value
SLEDAI-2K 0.086 | 0.375  -0.004 0.970  0.209 0.030 | 0.012  0.906
Cc3 0.058 0.554 0.236 0.014 0.108 0.264  0.186 0.054
C4 0.041 1 0.671 0.268 0.005 0.082 0.399 | 0.175  0.070
ESR 0.139 0.151  -0.072 0.459  0.530 <0.001 | 0.047 0.631
CRP -0.088 | 0.363  -0.149 0.123  0.625 <0.001 | -0.118 0.223
Creatinine 0.182 0.059  0.195 0.043 0.264 0.006  0.215 0.025
(mg/L)
Proteinuria (mg/day) | 0.085 ' 0.384  0.111 0.252  0.345 <0.001 ' 0.094  0.332

CRP: C-Reactive Protein, ESR: Erythrocyte Sedimentation Rate, IPI: Inflammatory prognostic index, NLR:
Neutrophil-to-Lymphocyte Ratio, SII: Systemic Immune-Inflammation Index, SLEDAI-2K: Systemic Lupus
Erythematosus Disease Activity Index 2000, SIRI: Systemic inflammation response index

The area under the curve (AUC) for SlI in terms of
differentiating SLE patients with or without nephritis was 0.748.
The cutoff SII value was 555.26 sensitivity, 64.7% specificity
64.9%, and 95% confidence interval (Cl) 0.651-0.845
(P<0.001). However, the AUCs for NLR, PLR, SIRI, and IPI
were <0.7. AUC for NLR in terms of differentiating SLE
patients with or without nephritis was 0.665 (95% CI: 0.547—
0.784; P=0.006), and the cutoff NLR value was 2.64 (sensitivity:
64.7%,specificity: 64.9%). AUC for PLR was 0.687 (95% ClI:
0.579-0.796; P=0.002), and the cutoff PLR value was 182.73
(sensitivity: 64.7%,specificity: 63.5%). AUC for SIRI was 0.690
(95% CI: 0.584-0.797; P=0.002), and the cutoff SIRI value was
1.08 (sensitivity: 61.8%, specificity: 62.2%). AUC for IPI was
0.663 (95% CI 0.550-0.776; P=0.007), and the cutoff IPI value
was 4.48 (sensitivity: 61.8%, specificity: 62.2%) as shown in
Figure 2.
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Figure 2: Receiver operating characteristics analysis of SII, NLR, and PLR for differentiating
SLE patients with nephritis from SLE patients without nephritis.
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Discussion

The need for biomarkers that can facilitate a fast and
easy assessment of ongoing inflammation in SLE is present.
NLR and PLR were found to be increased in SLE patients and
might be a relevant indicator of inflammation and disease
activity [15]. However, the role of SlI, SIRI, IPI, which are
composite indices, is not entirely clear.

This study was conducted to assess the clinical value of
SII, SIRI, and IPI in evaluating SLE and LN. Our results show
that SII, SIRI, and IPl were higher in SLE patients than in
controls, and they were also higher in SLE with nephritis than
without. This finding indicates that SlI, SIRI, and IPl may be
easy-to-use, widely available, and inexpensive inflammation
markers for SLE and LN.

SLE is characterized by enhanced autoantibody
generation, leukocyte recruitment, immune complex deposition,
and complement activation, all of which result in acute and
chronic inflammation and tissue damage [16]. The interactions
between neutrophils, dendritic cells, interferon alpha (IFN)-

alpha, and autoantibodies are essential events in SLE
pathogenesis, which initiates and maintains chronic
inflammation  [17]. Systemic inflammation can induce

neutrophilia and lymphopenia in the peripheral blood and
correlates with the severity of inflammation [18]. Neutrophils
and platelets play an active role in both systemic and local
inflammatory responses [19, 20]. Based on this process, many
hematological indices, including the NLR, PLR, and mean
platelet value (MPV), have been reported as potential biomarkers
of systemic inflammation in various rheumatic disorders in
recent years [7, 21].

Qin et al.’s [22] studies show that NLR, MPV, and PLR
were higher in SLE patients and correlated with acute phase
reactants and disease activity. Wu et al. [15] reported that NLR
and PLR were higher in SLE compared to controls and also
positively correlated with SLEDAI scores. Additionally, NLR
was higher in patients with nephritis. Similarly, Yu et al. [23]
reported a positive correlation between NLR and ESR, CRP, and
SLEDAI-2K in a study that included 201 healthy controls and
212 SLE patients. However, they emphasized that NLR did not
correlate with complement levels, possibly due to different
inflammatory markers involved in distinct biological processes.
NLR was higher in SLE than in healthy controls according to a
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meta-analysis of 14 article that included SLE (1,781 patients)
and healthy controls (1,330). Furthermore, NLR indicates active
disease and renal involvement [24].

SLEDAI-2K is a weighted index developed for
evaluating SLE-related disease activity [14]. Although this index
includes thrombocytopenia and leukopenia, the index does not
include lymphopenia. However, lymphopenia is the most
common white blood count abnormality among patients with
SLE [10]. Furthermore, SLEDAI-2K assesses the disease
manifestations as absent or present rather than according to their
severity, so it may not be capable of detecting the degree of
disease activity or inflammation with adequate sensitivity [25].

As a consequence of immunological responses, LN is
characterized by immune complex deposition, autoantibody
generation, and infiltration of inflammatory cells [16].
Aggressive and rapid treatment is essential to achieve remission
and prevent renal damage. It has been shown that platelets
mediate neutrophil-induced glomerular injury and immune
complex nephritis [26]. Li et al. [27] reported that NLR is
independently associated with SLE and may reflect renal
involvement. Similarly, Ayna et al. [28] reported that NLR and
MPV could be predictors of LN. In our study, we found that the
SI1, SIRI, and IPI indices may reflect renal involvement.

A recent study reported that SII was significantly higher
in SLE patients, whereas NLR was performed better as a
biomarker than SII [29]. However, in our study, SII was the most
reliable index among SIRI, NLR, PLR, and IPI indices. In line
with our findings, no association between SLEDAI-2K and Sl in
that study was described. Our findings revealed only a weak
correlation between SLEDAI and IPI, but no correlation between
other indices and SLEDAI was found.

Our study showed that SlI, IPI, and SIRI might predict
LN. SIlI, SIRI, and IPI (which require only whole blood counts,
CRP, and serum albumin) and may be promising inflammation
biomarkers for the diagnosis of LN and follow-up due to their
low cost and practical use. Furthermore, to our knowledge, this
study is the first one to evaluate the usefulness of IPI as a marker
for SLE and LN.

Limitations

A small sample size and the study’s retrospective design
are the main limitations of our study. Biomarkers are only based
on a single measurement of whole blood count and biochemistry
at the time of disease onset. Another limitation is that the study
was conducted in a single center. This study is a retrospective
study in which data was extracted and entered manually. The
measurement of peripheral blood cells with an automated counter
may also have caused the measurement error. Bias in patient
selection is another possibility. The fact that our study was
conducted at a tertiary care center to which more severely ill
patients are referred may have resulted in patient selection bias.

Conclusion

In conclusion, SlI, SIRI, and IPI may be valuable
inflammation biomarkers in SLE nephritis, and they may serve
as indicators of nephritis in SLE patients. Sl seems to be the
most reliable predictor of LN among the inflammation-based
biomarkers (SIRI, IPI, NLR, PLR) in our study. Sll, SIRI, and
IP1 can be used to determine patients’ renal involvement or
exacerbation of renal disease in conjunction with other
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inflammatory markers. They may help clinicians identify
subgroups of patients who are at risk of high nephritis relapses of
or predict treatment response.
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Abstract

Background/Aim: Papillary neoplasia encompasses both malignant and benign lesions, and core needle
biopsy (CNB) is crucial in their diagnosis. Histological findings determine their management. Here we
compare volumetric apparent diffusion coefficient (ADC) histogram analysis of carcinomas and benign
pathologies identified by histopathology from excisional biopsies.

Methods: This retrospective study included 524 patients who underwent breast magnetic resonance
imaging (MRI) for a suspicious breast mass from January 2018 to October 2022. Patients with benign
lesions, incompatible ultrasound-guided CNB results with papillary neoplasia, and those with MRI exams
insufficient for diagnosis due to motion artifacts were excluded. After applying the exclusion criteria, the
study included 48 patients (average aged 61.5 (14.8) years; range, 31 to 72 years). After excisional
biopsies, 30 benign lesions and 18 carcinomas were identified. MRI was acquired at 1.5 T (Verio; Siemens
Medical Solutions, Erlangen, Germany), and the b-values for diffusion-weighted imaging were calculated
at 1000 s/mm2. Histogram parameters were computed. Receiver operating characteristic (ROC) curve
analysis was performed to investigate diagnostic accuracy, evaluate histogram analysis performance, and
determine threshold values.

Results: The ADCmin, ADCmean, ADCmax, and all ADC value percentiles were significantly lower in
the carcinoma group than in the benign group (P<0.001). The variance, skewness, and kurtosis were higher
in the carcinoma group. ADCmax had the highest area under the curve (AUC: 0.985; cut-off 1.247 x 10
mm?/s; sensitivity 86%, and specificity 92%), followed by ADCmean (AUC: 0.950; cut-off 0.903 x 103
mm?/s; sensitivity 94%, and specificity 96%).

Conclusion: Volumetric ADC histogram analysis of papillary neoplasia at higher b-values can be an
imaging marker to detect carcinoma and quantitatively reveal the lesions’ diffusion characteristics.

Keywords: apparent diffusion coefficient, magnetic resonance imaging, papillary neoplasia, volumetric
histogram analysis
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Introduction

Lesions with unknown malignant potential, or B3
lesions, include papillary neoplasia of the breast and other
tumors such as flat epithelial atypia, radial scars, lobular
intraepithelial neoplasia, and phyllodes tumors [1,2]. These
lesions are found in 3 to 17% of cases, and their detection rate
increases with sensitive imaging modalities such as MRI.
Ultrasound-guided core needle biopsy is essential for identifying
these lesions, but an association with the acquired images is
crucial for determining the generalizability of the sample [3-6].

Dynamic contrast-enhanced (DCE) MRI is useful for
identifying B3 lesions with less characteristic morphodynamic
presentations, reducing the incidence of misdiagnosis and
unnecessary procedures. However, some B3 lesions may not be
detected by imaging, especially those that are incidental or
limited to the periphery of higher-grade lesions [6,7].

Diffusion-weighted imaging (DWI) is a non-contrast
MRI method that evaluates the tissue's capability to diffuse
fluids. The apparent diffusion coefficient (ADC) can differentiate
benign from malignant breast tumors, with malignant lesions
showing much lower ADC values due to increased cellularity.
Volumetric ADC histogram analysis is used to examine the
entire range of ADC parameters, eliminating ROI selection bias
and ensuring computation accuracy and repeatability [8-12].

This study compares volumetric ADC histogram
analysis between patients with excisional biopsy-confirmed
carcinoma and those with benign lesions in papillary neoplasia.
To our knowledge, no study has been conducted on volumetric
ADC histogram analysis in cases with papillary neoplasia.

Materials and methods

This retrospective case-control study was conducted at
the Bakirkoy Dr. Sadi Konuk Training and Research Hospital of
the University of Health Sciences. The study protocol (approval
number: 2023/35) was approved by the Institutional Review
Board on January 23, 2023. Written informed consent was
obtained from all participants, and the study was conducted
following the Helsinki Declaration guidelines.

This retrospective case-control study included patients
who had undergone breast MRI exams within a month before
surgery between January 2018 and October 2022 and were
diagnosed with either carcinomas or benign lesions through
excisional biopsy. The study's inclusion criteria were: (a) patients
diagnosed with papillary neoplasia with biopsy; (b) patients who
underwent preoperative breast MRIs (including DWI and ADC
sequences); (c) patients with histologically confirmed carcinoma
or benign lesion with excisional biopsies.

The search yielded 524 patients who underwent breast
MRI for a suspicious breast mass. We excluded 253 patients with
benign lesions, 211 patients whose ultrasound-guided CNB was
incompatible with papillary neoplasia, and 12 patients with poor
image quality due to artifacts. Ultimately, our study included 18
patients with histologically confirmed carcinoma and 30 patients
with histologically confirmed benign lesions (17 patients with
intraductal ~ papilloma, six patients with intraductal
papillomatosis, four patients with lobular intraepithelial
neoplasia, and three patients with sclerosing adenosis with
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apocrine metaplasia. Every result was reported with a 95%
confidence interval (Cl).

A 1.5-T MR system (Verio; Siemens Medical Solutions,
Erlangen, Germany) equipped with a 32-channel phased array
surface coil for signal reception was used to perform MRI. The
diffusion-weighted sequence was administered at b-values of
1000 s/mm2. The conventional sequence, matrix 256 x 144, the
field of vision (FOV) 250 x 250 mm, the layer thickness 4 mm,
the layer spacing 4 mm; the axial turbo inversion recovery
magnitude (TIRM), the repeat time (TR) 3500 ms, the echo time
(TE) 70 ms; the axial T1-weighted image (T1WI), TR 6 ms, TE
2,5 ms; the axial dispersion weighted image (DWI) sequence, TR
6000 ms, TE 74 ms, B value 1000 s/mm?, matrix 160 x 160,
FOV 250 x 200 mm, layer thickness 4 mm, layer spacing 4 mm.

Image analysis

The DWI raw data were transferred from the picture
archiving and communication system (PACS) to a personal
computer and processed using the open-source LIFEx 7.2.0
voxel program (https://lifesoft.org). A radiologist with 14 years
of experience in breast MRI separately reviewed all MR images
and drew each ROI manually to include the lesions. Each ROI
was then merged into a volumetric ROI containing voxel data for
the entire region, and a volumetric ADC map was generated. The
ADCmin, ADCmean, ADCmax, skewness, kurtosis, variance,
and percentiles of ADC values were determined. The nth
percentile on the histogram represented where n percent of the
voxel values were detected on the left. A positive skewness
indicated that the right tail was flatter or longer than the left tail,
while high kurtosis was characterized by a prominent peak near
the mean, a sharp decrease, and long tails. The radiologist was
blinded to the clinical data and independently assessed each scan.

Statistical analysis

Statistical analysis was performed using IBM SPSS 23.0
(Chicago, IL, United States). The ADC values of each patient
were merged to generate a dataset, and histograms were
generated for each group. Histograms revealed variation in the
distribution of all measures. Descriptive statistics, such as mean,
minimum, maximum, standard deviation, skewness, kurtosis, and
percentiles, were calculated for each patient group using
individual data, and changes in these descriptive statistics were
visually represented. The t-test for independent samples was
used to investigate whether these individual statistics differed
between groups. ROC curves were created based on individual
data, and a threshold value was computed for the acquired
statistics. Sensitivity and specificity values for threshold values
were then calculated. P-values <0.05 were considered
statistically significant.

Results

Demographic Data

The study included 48 patients, with a mean age (SD) of
61.5 (14.8) years, ranging from 31 to 72 years. The carcinoma
group included 18 cases (Figure 1), while the benign group
included 30 cases (Figures 2 and 3). There was no significant
difference in age between the two groups (P=0.61).
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Figure 1: A 72-year-old patient with pathology on surgical excision confirmed papillary
carcinoma. The T1W image (a) reveals an irregularly circumscribed hypointense lesion.
Turbo inversion recovery magnitude (TIRM) (b) and diffusion-weighted (c) sequences show
high signal intensity (c). Manually drawn ROI on the ADC map for assessing the volumetric
histogram analysis can be seen (d).

Figure 2: A 44-year-old patient with pathology on surgical excision confirmed intraductal
papillomatosis. The T1W image (a) depicts a hypointense lesion with regular margins. Turbo
inversion recovery magnitude (TIRM) (b) and diffusion-weighted (c) sequences reveal iso to
high signal intensity. A manually drawn ROI is displayed on the ADC map for evaluating the
volumetric histogram analysis (d).

Figure 3: A 42-year-old patient with pathology on surgical excision confirmed sclerosing
adenosis with apocrine metaplasia. The TIW image (a) displays a lesion with uniform
margins that is hypointense. Turbo inversion recovery magnitude (TIRM) (b) and diffusion-
weighted (c) sequences indicate hyperintense lesion. On the ADC map, a manually drawn
ROI is shown for assessing the volumetric histogram analysis (d).

ADC histogram in breast papillary neoplasmA
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Results of ADC histogram parameters in carcinoma
and benign group
The 5th, 10th, 25th, 50th, 75th, 90th, and 95th percentiles of
ADC values, as well as the ADCmin, ADCmean, and ADCmax
of the carcinoma group, were all significantly lower (P<0.001)
than those of the benign group in the volumetric histogram
analysis (Figure 4) (Table 1). In contrast, kurtosis and variance
were larger in the carcinoma group than in the benign group
(P<0.001), with the difference being statistically significant.
Skewness was also larger in the carcinoma group but did not
reach statistical significance (P=0.06).

Figure 4: Results of the volumetric ADC histogram analysis of papillary neoplasia. The
ADCmean, ADCmin, ADCmax, and 5th-95th percentiles of ADC values of the carcinoma
group were all lower than those of the benign group (P<0.001). The variance of the
carcinoma group was larger (P<0.05). Apparent diffusion coefficient (ADC) values are
expressed as x10° mmg/s.

Volumetric ADC Histogram Analysis of Papillary Neoplasia

Table 1: Comparisons of ADC histogram parameters between carcinoma group and benign
group.

ADC Carcinoma | Benign = P-value @ Significance
(1073 mm?s) group group level
Mean 0.686 1.074 <0.001 99%
Std. Deviation | 0.627 0.539 <0.001 99%
Minimum 0.145 0.386 <0.001 99%
Maximum 1.227 1.834 <0.001 99%
Skewness 0.11 0.16 0.06 95%
Kurtosis 0.76 0.21 <0.001 99%
5th 0.399 0.713 <0.001 99%
10th 0.407 0.777 <0.001 99%
25th 0.427 0.895 <0.001 99%
50th 0.692 1.053 <0.001 99%
7 0.858 1.257 <0.001 99%
9ot 0.956 1.402 <0.001 99%
g5t 1.111 1.468 <0.001 99%

ADC: apparent diffusion coefficient
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Diagnostic performance

The ADCmax had the highest area under the curve
(AUC) of 0.985, followed by the ADCmean with an AUC of
0.950, indicating their superior diagnostic effectiveness. Using a
cut-off value of 1.247 x 10° mm?s, the ADCmax had a
sensitivity of 86% and specificity of 92%. The ADCmean had a
threshold of 0.903 x 10 mm?/s, with a sensitivity of 94% and
specificity of 96%. In contrast, the ADCmin had a lower AUC of
0.716, and a threshold of 0.645 x 10 mm2/s yielded a sensitivity
of 84% and specificity of 71% (Figure 5).

Figure 5: The ROC (receiver operating characteristic) curve represents the ADCmax,
ADCmean, and ADCmin values of the volumetric ADC histogram analysis of papillary
neoplasia. The AUC (area under the curve) was 0.985, 0.950, and 0.716, respectively.
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Discussion

Here we compared the volumetric ADC histogram
analysis of papillary neoplasia between carcinoma and benign
groups based on histopathological results from excisional
biopsies.

ADC parameters reflect the tumor microenvironment,
including membrane stability, extracellular matrix, and cellular
proliferation, and are related to the Brownian motion of fluids
[13-15]. The signal attenuation due to diffusion is linear when b
values range between 200 and 1000 s/mm?, as predicted by
Gaussian diffusion. However, when b-values are above 1000
s/mm?, non-Gaussian diffusion occurs, leading to a proportional
decline in the ADC value [16].

ADC histogram analysis can be used to assess the signal
intensity range of voxels based on clinically acquired ADC.
Histogram features describing statistical interrelationships
between adjacent voxels can highlight the diversity of lesions,
providing significant benefits for tumor grading or prognosis
evaluation [17-21]. This method is also employed in treating a
wide range of illnesses unrelated to cancer [22,23].

In some published studies, volumetric ADC histogram
analysis has been used to evaluate breast lesions. Researchers
have examined the consistency and repeatability of ADC
histogram parameters using ADC histogram analysis, concluding
that the repeatability of lower histogram percentiles is
comparable to that of mean ADC, while the repeatability of
ADC-thresholded volumetric measures is currently poor but
could improve with the development of ROI techniques [24].

Guo et al. [25] used volumetric ADC histogram analysis
to investigate the relationship between histogram characteristics
and Ki-67 expression in breast cancers. They found that the most
effective were the median (AUC: 0.943) and mean (AUC: 0.930)
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ADC histogram parameters. ROC analysis showed that skewness
and entropy could be used to determine the Ki-67 status.

Tagliati et al. [26] assessed papillary lesions and found a
significant difference in the ADC mean values between
individuals without atypia or malignant foci and those with
atypia or malignant foci. They suggested that an ADCmean value
< 1.418 x 10 mm?s could predict the presence of malignant
foci within a papillary lesion with 84% sensitivity and 76%
specificity.

Another study on the distinction between malignant and
benign papillary breast tumors using ADC values found that the
mean ADC values of borderline and malignant lesions were
significantly lower than those of benign lesions (P<0.05). They
proposed a suitable ADC value threshold of 1.00 x 10 mm?/s
[27].

Several studies have compared ADC values for
differentiating benign and malignant breast tumors [28-30], and
similar to our findings, the ADC parameters of malignant tumors
were lower than those of benign lesions in these studies.
However, our study measured ADC values volumetrically to
ensure reproducibility and analyzed more parameters, including
percentile values.

Limitations

Our study has several limitations and strengths. One of
the strengths is that we performed volumetric histogram analysis
in papillary neoplasia of the breast, which to our knowledge, has
not been done in other studies in the literature. However, one
limitation is that we only evaluated the ADC values derived from
higher b values. Additionally, our study utilized a retrospective
analysis methodology, which could lead to possible bias in
patient sampling. Some lesions contained more cystic
components than others, potentially leading to sampling bias.
Further studies are needed to validate our findings.

Conclusion

Our study demonstrates that volumetric ADC histogram
analysis of papillary neoplasia of the breast at higher b values is
a promising imaging marker for differentiating between benign
and carcinoma lesions. This method can provide objective and
quantitative information about the lesions’ diffusion parameters
and eliminate bias through volumetric measurement.
Furthermore, it is a suitable method for preoperative lesion
diagnosis without the need for excisional biopsies. Our findings
suggest that this technique could be a valuable addition to the
diagnostic toolset for breast cancer.
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Abstract

Background/Aim: Post-operative delirium, which usually develops in geriatric patients, also causes an
increase in mortality and morbidity for various reasons, such as difficulty in compliance with treatment.
Estimating the effects of the anesthesia method on delirium contributes to the prevention of possible
complications. In this study, effects due to use of different anesthesia methods on the post-operative
delirium development in geriatric patients who underwent orthopedic surgery were investigated.

Methods: In our retrospective cohort study, scanning of the patient files was performed for 276 patients
who were older than 65 years and who had undergone surgery for lower extremity fractures in Malatya
education and research hospital, orthopedics department between May 1, 2022 and October 15, 2022.
Demographic data, comorbid conditions, anesthesia type, lengths of surgery, and level of delirium
development were recorded for each scanned patient.

Results: In our study, 201 patients were included. The mean age of the patients was 74.1 (7.3) (min—max:
65-98); 133 (66.2%) were female, and 68 (33.8%) were male. It was noticed that patients who had
undergone regional anesthesia developed a significantly smaller rate of delirium development (8.1%)
compared to those who had received general anesthesia (20.6%; P=0.012). Ages (P<0.001), lengths of
surgery (P<0.001), and lengths of hospitalization stays (P<0.001) were significantly higher in patients
with delirium compared to those without.

Conclusion: Based on the data obtained in this study, it was concluded that to reduce the risk of delirium
development after orthopedic surgery, regional rather than general anesthesia should be selected, and the
time of hospitalization stay should be minimized.

Keywords: post-operation, geriatric, spinal anesthesia, general anesthesia, delirium
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Introduction

The rate of living longer in the older population is
increasing due to developments in health sciences, improvements
in life standards and hygiene, and vaccination and sanitation
programs in developed and developing countries; however, in
parallel with that increase is a corresponding increase in the rate
of developing chronic health problems. The number of people
older than 65 years worldwide has increased three times in recent
years [1], and the rate in Turkey is reported to be 8.8% [2]. As
the geriatric population increases, the number of patients needing
healthcare is also increasing. One important occurrence within
the geriatric population is the higher risk of fall-related injuries
with a corresponding increase in the risk of lower extremity
fractures. The risk of falls in geriatric patients also increases with
changes in lifestyle in that these people more likely to stay alone
rather than in care centers since the nuclear family style is much
more preferred at present. In such cases, the geriatric patients
may face increased risk of serious surgery-related complications,
including prolonged recoveries and various chronic conditions.

Hip fractures are among the most feared orthopedic
conditions in geriatric patients. Low-energy hip fractures in
people over 60 are seen more often than other types of fractures;
thus, the related morbidity and mortality risk is also higher. This
issue also creates social and emotional problems for the elderly
population. It was reported that after application of post-fracture
interventions in elderly patients who also present a very fragile
emotional status, the possibility of increasing delirium symptoms
in 60% of the patients is present [3]. Delirium can be defined as
an acute onset and fluctuating course of this clinical syndrome
with mental disorders characterized by deteriorations in
consciousness, memory, orientation, thought, perception, and
behavior [4]. Delirium can most often be seen in elderly patients
and may cause fluid—electrolyte disorders, cognitive dysfunction,
and an increase in the risk of infections and medication-related
side effects. The American Society of Anesthesiologists (ASA)
scoring system is used to assess pre-operative physical condition
and reduce the risk of delirium development and surgery-related
complications [5]. This score is based on a six-degree scoring
system and is a useful scale, especially for the choice of
anesthesia and monitoring methods for such patients.

In this study, we aimed to investigate the development
of delirium in geriatric patients who undergo orthopedic surgery
in addition to the risk factors involved in this process.

Materials and methods

This study was performed after ethical permission was
obtained from Malatya Turgut Ozal University, Faculty of
Medicine Ethics Committee (Permission No: 2022/177). The
files of 276 patients who were over 65 years and had undergone
surgery due to lower extremity fractures in Malatya Education
and Research Hospital between May 1, 2022 and October 15,
2022 were scanned. The study was started in accordance with the
Strengthening the Reporting of Observational Studies in
Epidemiology (STROBE) and Helsinki Declaration. The
minimum sample size of the study was calculated as 200 patients
with an alpha error of 0.05 and a beta error of 0.8 (with reference
to similar studies). Considering possible reasons for exclusion,
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the study was initiated with 276 patients. However, 75 patients
were excluded from the study due to reasons, such as the
transition from regional anesthesia to general anesthesia and
others, and 201 patients were finally included in the study. Pre-
anesthesia anamnesis and mini-mental test were administered to
all patients, and it was confirmed that they did not present signs
of delirium. Patients with psychiatric and neurological diseases,
such as Alzheimer’s disease, psychosis, cognitive and conscious
state alterations, cerebrovascular diseases, and pre-existing
cognitive diseases in addition to kidney and liver diseases,
decompensated heart failure, addiction to alcohol and drugs,
post-operative hospitalization in the intensive care unit, ASA
scores of 4 and higher, and narcotic analgesics received during
the post-operative period, all of which may have affected the
study results were excluded; hence, a total of 201 patients were
included in the study.

During the post-operative period, cognitive changes that
did not exist prior to surgery, attention, perception, and
orientation disorders, and disturbances in sleep balance were
defined as delirium. Mini-mental tests was applied to the patients
at 24 and 72 h.

Patients were divided into two groups: (1) patients who
had received general anesthesia (GA group) and (2) regional
anesthesia (spinal, spinal and epidural combined, epidural, and
neuromuscular neural blockage) constituted the RA group.

Information regarding sex, age, comorbidities, ASA
scores, whether delirium developed 24 and/or 72 h after surgery,
and any administration of pre-operative drugs for patients
included in the study were recorded. Total lengths of operation,
pre-operative sedation use, hospitalization times, mortality rates,
and parameters, such as wurea, creatinine, aspartate
aminotransferase (AST), and alanine aminotransferase (ALT)
values at 24 and 72 h were also noted. Patients who had delirium
diagnosis based on consultation with the Neurology and
Psychiatry Departments at post-operative day 7 were recorded.

Statistical analysis

Statistical analyses of the data were performed using the
SPSS (Statistical Package for Social Sciences; SPSS Inc.,
Chicago, IL) package program version 22.0 for Windows. While
categorical variables were shown as percentages and n values,
numerical data were given as the mean standard deviation (SD).
The chi-squared test was used for nonparametric variables
(Pearson chi-squared). Normal distribution of data was tested
using the Kolmogorov—-Smirnov test. Mann—-Whitney U-test was
used for comparison of the groups. P-value <0.05 was
considered statistically significant.

Results

A total of 201 patients with a mean age of 74.1 (7.3)
(min—max: 65-98) with 133 (66.2%) females and 68 (33.8%)
males were included in the study. Of these patients, 27.5% had
hypertension (HT), 54.2% had diabetes mellitus (DM), 47.8%
had congestive heart failure (CHF), 31.8% had ischemic heart
disease (IHD), and 16.4% had cancer. ASA scores of the patients
were 10.9% ASA 1, 34.8% ASA 2, and 54.2% ASA 3. It was
recorded that 13.4% of the patients did not use any prescribed
medication, 19.9% used only one medicine, 7% used two
medicines, and 59.7% used more than two medications per day
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regularly. During the surgeries that these patients underwent,
49.3% received regional anesthesia, while 50.7% underwent
general anesthesia. Sedation was administered to 44.3% of the
patients. Delirium was noted in 29 out of the total 201(14.4%)
patients. Mortality was seen in 6% (Table 1). The rate of patients
receiving sedation was significantly higher in patients who had
regional anesthesia (66.7%) compared to that of had general
anesthesia (22.5%; P<0.001). Contrary to that finding, the rate of
delirium development was significantly lower in patients who
had regional anesthesia (8.1%) compared to general anesthesia
(20.6%; P=0.012) as shown in Table 2. In patients who received
regional anesthesia, creatinine levels both at 24 h (P=0.006) and
72 h (P=0.11) in addition to hospitalization time (P=0.037) were
significantly lower than in those who received general
anesthesia. ALT levels were significantly higher in patients who
received regional anesthesia compared to those who received

general anesthesia (P=0.042) as shown in Table 3.
Table 1: Demographic information of the patients (n=201) in the study.

mean SD
Age 74.1 7.3
n %
Sex Woman 133 66.2
Comorbidity” Hypertension 55 275
DM 109 54.2
CHF 96 47.8
IHD 64 31.8
Cancer 33 16.4
ASA score 1 22 10.9
2 70 34.8
3 109 54.2
Medication use None 27 134
1 per day 40 19.9
2 per day 14 7.0
> 2 per day 120 59.7
Anesthesia type =~ Regional anesthesia | 99 49.3
General anesthesia 102 50.7
Sedation 89 44.3
Delirium 29 14.4
Mortality 12 6.0

“There were cases with more than one comorbidity. SD: standard deviation, DM: diabetes mellitus, CHF: Congestive heart failure,
IHD: Ischemic heart disease, ASA: American Society of Anesthesiologists

Table 2: Comparison of categorical parameters according to anesthesia type
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The rate of delirium development in IHD patients
(21.9%) was significantly higher than that of non-HD patients
(10.0%; P=0.04). Delirium development was observed in all
ASA score groups (I-I11) in this study. Delirium occurred in
4.5% in ASA 1, 8.6% in ASA 2, and 20.2% in ASA 3 groups;
the latter was significantly higher than in the other score groups
(P=0.037). The rate of delirium development in patients who had
received sedation (4.5%) was significantly lower than who did
not receive sedation (22.3%; P<0.001). The mortality rate in
patients with delirium (17.2%) was significantly higher than
those who did not develop delirium (4.1%; P=0.017) as shown
in Table 4. Ages (P<0.001), lengths of surgery (P<0.001), and
lengths of hospitalization stays (P<0.001) in patients who had
delirium were significantly higher than those who did not
develop delirium. AST levels at 72 h in patients who had
delirium were significantly lower than that of who did not have
delirium (P=0.007) as shown in Table 5.

Table 4: Comparison of categorical parameters according to the presence of delirium.

Delirium Non-delirium = *P-value
n % n %
Sex Woman 19 143 | 114 85.7 0.939
Hypertension 7 12.7 48 87.3 0.661
DM 17 156 92 84.4 0.608
CHF 15 156 81 84.4 0.644
IHD 14 219 50 78.1 0.04
Cancer 6 182 27 81.8 0.587
ASA score 1 1 4.5 21 95.5 0.037
2 6 8.6 64 91.4
3 22 202 87 79.8
Medication use = None 2 7.4 25 92.6 0.547
1 per day 7 175 33 82.5
2 per day 3 214 11 78.6
>2perday | 17 142 | 103 85.8
Sedation 4 4.5 85 95.5 <0.001
Mortality 5 172 | 7 4.1 0.017

“A chi-squared analysis was performed. DM: diabetes mellitus, CHF: Congestive heart failure, IHD: Ischemic heart disease

Table 5: Comparison of the numeric parameters according to the presence or absence of
delirium.

Regional anesthesia | General anesthesia = *P-value
n % n %
Sex Woman 63 63.6 70 68.6 0.455
Hypertension 32 32.7 23 22.5 0.110
DM 53 535 56 54.9 0.846
CHF 43 43.4 53 52.0 0.226
IHD 35 354 29 28.4 0.292
Cancer 20 20.2 13 12.7 0.154
ASA score 1 12 12.1 10 9.8 0.833
2 35 354 35 343
3 52 52.5 57 55.9
Medication use = none 15 15.2 12 11.8 0.057
1 per day 12 12.1 28 27.5
2 per day 7 7.1 7 6.9
>2 perday | 65 65.7 55 53.9
Sedation 66 66.7 23 225 <0.001
Delirium 8 8.1 21 20.6 0.012
Mortality 5 5.1 7 6.9 0.588

“A chi-squared analysis was performed. DM: diabetes mellitus, CHF: Congestive heart failure, IHD: Ischemic heart disease, ASA:
American Society for Anesthesiologists

Table 3: Comparison of the numerical parameters according to anesthesia type

Regional anesthesia | General anesthesia | *P-value

Mean (SD) Mean (SD)
Age (years) 73.4(7.2) 74.7 (1.4) 0.148
Length of surgery (minutes) | 114.8 (42.0) 106.7 (41.7) 0.095
Glucose mg/dl at24h | 152.1(79.3) 151.9 (65.3) 0.565
Urea mg/dI 54.1 (39.6) 57.0 (69.9) 0.761
Creatinine mg/d| 1.2(1.2) 1.6 (5.2) 0.006
AST u/l 50.5 (30.1) 56.0 (44.8) 0.294
ALT u/l 46.2 (41.4) 41.3 (31.4) 0.564
Glucose mg/dl at72h | 159.7 (90.4) 150.0 (79.1) 0.361
Urea mg/dI 57.6 (38.8) 56.8 (35.8) 0.715
Creatinine mg/d| 0.9 (0.3) 1.0 (0.5) 0.011
AST u/l 72.2 (96.2) 48.7 (28.5) 0.145
ALT u/l 59.1(82.4) 42.0 (35.2) 0.042
Hospitalization stay (days) 9.4 (4.0) 10.7 (4.6) 0.037

“A Mann-Whitney U analysis was performed. SD: standard deviation, AST: aspartate aminotransferase, ALT: alanine
aminotransferase

Delirium Non-delirium = *P-value

Mean (SD) Mean (SD)
Age (years) 82.1(6.1) 72.7 (6.6) <0.001
Length of operation (minutes) 170.2 (43.9) = 100.7 (32.2) <0.001
Glucose mg/dl at24 hours | 136.1(35.6) 154.7 (76.6) 0.665
Urea mg/dl 51.1(27.4) | 56.3 (60.5) 0.796
Creatinine mg/dI 1.1(0.4) 15(4.1) 0.194
AST u/l 70.9 (74.8) | 50.3(27.2) 0.408
ALT u/l 58.3 (51.9) 41.2 (33.0) 0.068
Glucose mg/dI at 72 hours | 165.0 (63.1) = 153.1(88.0) 0.070
Urea mg/dI 62.2 (40.4) 56.3 (36.7) 0.364
Creatinine mg/dI 1.1(0.4) 1.0 (0.4) 0.158
AST u/l 39.7 (24.8) | 63.8(75.9) 0.007
ALT u/l 32.4(18.4) | 53.5(67.8) 0.070
Hospitalization time (days) 19.1 (2.8) 8.5(2.1) <0.001

“A Mann-Whitney U analysis was performed. SD: standard deviation, AST: aspartate aminotransferase, ALT: alanine
aminotransferase

Discussion

As people age, the risks of orthopedic diseases and
conditions increase making it difficult for people to maintain
coordination; hence fall-related injuries and fractures
significantly increase. It has been estimated that almost half of
the people over 65 will need surgical intervention at some point
during the rest of their lives [6]. It has been assumed that the life
quality after surgical intervention decreases significantly with the
development of post-operative complications, including
delirium, in addition to complications related to the primary
reason for surgery.

It has been reported that presence of comorbidities leads
to an increase in the risk of complications during the post-
operative period [7]. In our study, HT in 27.5%, DM in 54.2%,
CHF in 47.8%, IHD in 31.8%, and cancer in 16.4% of the

&
A4

v
Page | 326



 J Surg Med. 2023;7(5):324-328.

patients were recorded. It was noted that in patients with IHD,
the risk of delirium development was significantly higher than in
those without. It has been suggested that ASA scoring may be
helpful in facilitating a decrease in the rate of mortality after
surgery. It is evident that patients with high ASA scores such as
II/IV show high mortality rates [8]. In addition, studies
reporting that the type of anesthesia also affects the rates of
morbidity and mortality are available as regional anesthesia
causes less mortality compared to general anesthesia [9].
Similarly, Gunturk et al. [10] reported a 3.4% mortality rate in
patients with regional anesthesia compared to 8.8% in those
receiving general anesthesia. In another study in which in-
hospital mortality rates were compared between patients who
underwent regional anesthesia, general anesthesia, and intra-
surgery change from general to regional anesthesia (Cv), it was
reported that the mortality rate between general and regional
anesthesia was 1.38, while it was 2.23 between Cv and regional
anesthesia [11]. However, studies reporting no significant
differences between the effects of general and regional
anesthesia on mortality in addition to cardiovascular
complications are available in which the unadjusted rates were
compared in patients who underwent hip fracture surgery in
adults [12]. In our study, although the mortality rate in patients
with regional anesthesia (5.1%) was lower than that of with
general anesthesia (6.9%), the difference between the two groups
was not significant. However, the mortality rate was found to be
closely related to the presence of delirium complications.
Mortality rate was 17.2% in patients with delirium
complications, while it was 4.1% in without delirium, and this
difference was statistically significant. ASA scores were also
found to be effective in the presence of delirium complications
since patients with ASA3 score were found to have higher rates
of delirium complications compared to ASAl and ASA2
patients.

Lengths of surgery in addition to lengths of
hospitalization stays were determined to be related to the
presence of delirium in this study. Delirium was suggested to be
associated with increased days of mechanical ventilation,
intensive care unit lengths of stay, and increased lengths of
hospital stay [13]. In addition, delirium may also result to a
longer stay in hospital [14]. Delirium was also reported to be
related to the patients’ functional decline [15]. Increased lengths
of hospital stay, especially in geriatric patients, may cause an
increase in the risk of new complications, including development
of infections; hence, lengthy stays are not preferred. The results
clearly indicate that shorter hospital stays should be implemented
to reduce the risk of post-operative delirium complications.
Delirium is more commonly seen in patients who have pre-
cognitive dysfunctional conditions, comorbidities, and intensive
care unit care [16]. Since such conditions may significantly
affect the results of a study, they were excluded in the present
study.

Hip fracture is quite common, especially among elderly
women [17,18]. In our retrospective study, a high incidence of
hip fracture was similarly noted in women (66.2%) compared to
men (33.8%). Increased rate of osteoporosis especially after
menopause in women makes this group of patients more
vulnerable for hip fractures [19]. In a study, 40% delirium was
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reported to develop in patients after hip fracture surgery [20]. A
14.4% rate of delirium development was observed in our study,
which seems quite low compared to the previous study.
Considering the multifactorial reasons for the development of
delirium, it is quite difficult to make comparisons between the
two studies.

In this study, delirium was detected in 8.1% of the
patients who had received regional anesthesia, while the rate was
20.6% for general anesthesia. Similarly, higher delirium rates
were reported by others for patients receiving general anesthesia
[21]. Multiple drug use and presence of chronic diseases were
suggested to be some factors in post-operative development of
delirium [22]. However, Atay et al. [17] reported no relationship
between multi drug use and post-operative delirium
development. Similarly, we did not observe any association
between the presence of chronic diseases and multi drug use with
post-operative delirium development. It may be more appropriate
to scan larger patient groups to allow a clear conclusion to be
drawn on the effects of drug use and presence of chronic diseases
for development of post-operative delirium.

Sedation use was detected in 66.7% of the patients who
had regional anesthesia, while it was only 22.5% in patients
receiving general anesthesia. In addition, delirium development
in patients who had received regional anesthesia was
significantly lower than that of general anesthesia; hence, a
reverse association between sedation use and delirium
development was noted. It could be suggested that to reduce the
risk of delirium development, regional anesthesia should be
chosen, especially in geriatric patients.

Limitations

Our study was a single-center study and included only
geriatric patients who underwent surgery for the lower
extremities. The absence of upper extremity surgery, pediatric
patients, and young patient groups caused the number of study
patients to be low; therefore, our study data and results from data
analyses are more limited.

Conclusions

In conclusion, as a result, when we evaluated the data in
our study, delirium appears to develop more frequently in
geriatric patients who receive general anesthesia. We concluded
that regional anesthesia may be more beneficial than general
anesthesia in terms of producing a reduction in the development
of delirium.
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Abstract

Background/Aim: Tranexamic acid (TXA) is known to reduce intra-articular bleeding during
arthroscopic procedures, which can improve visibility and reduce postoperative pain and knee joint
swelling from hemarthrosis. However, insufficient data supports the routine use of TXA in arthroscopic
meniscectomy. This study aimed to evaluate the effect of a single dose of intravenous (IV) TXA on visual
clarity in arthroscopic meniscectomy without a tourniquet.

Methods: A randomized, double-blind, controlled trial was conducted to assess the use of TXA for
visibility in routine arthroscopic meniscectomy without a tourniquet. Between January 2021 and February
2022, 53 patients undergoing arthroscopic meniscectomy were randomly assigned to either the TXA group
(n=27), who received 1 g IV-TXA, or the control group (n=26), who received 100 ml of normal saline.
Visual clarity was evaluated using a Numeric Rating Scale (NRS). Patients were also assessed for the need
for a tourniquet, tourniquet time, total operative time, volume of irrigation fluid, postoperative pain,
hemarthrosis, and knee function on postoperative day 3 and weeks 1, 2, and 4, using the Lysholm knee
scoring scale.

Results: There was no significant difference in intra-operative arthroscopic visibility between the TXA
and control groups (P=0.394). Tourniquet was required in three cases in the TXA group and four cases in
the control group (P=0.646). There was no significant difference between the two groups regarding
postoperative pain, grade of postoperative hemarthrosis, knee motion, or the Lysholm Knee Score after the
operation.

Conclusion: The administration of 1\VV-TXA in arthroscopic meniscectomy without a tourniquet did not
provide any benefits such as enhanced surgical visualization, reduction in the need to inflate the tourniquet
due to obstructed visibility, or decrease in hemarthrosis, VAS pain score, or improved range of motion of
the knee in the postoperative period when compared to the control group.

Keywords: arthroscopic meniscectomy, tranexamic acid, visual clarity, pneumatic tourniquet, cold intra-
articular irrigation

ﬁ How to cite: Gataltape A, Oznam K. The effect of a single dose of intravenous tranexamic acid on visual clarity in knee arthroscopic meniscectomy without a tourniquet. J Surg Med. ]
2023;7(5):329-333.
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Introduction

Despite its advantages, knee arthroscopy can be
associated with preventable and unpreventable complications
[1,2]. Pneumatic tourniquets are frequently used in arthroscopic
knee surgery to facilitate the procedure, improve visualization,
reduce operative time, and achieve optimal outcomes. However,
tourniquet use has been linked to various complications,
including nerve palsy, venous thromboembolism, arterial
embolization, skin ulceration, swelling, quadriceps or hamstring
weakness, and joint stiffness [3-5].

In knee arthroscopy, the absence of a tourniquet can
lead to uncontrolled bleeding, a major factor affecting visual
clarity [6-8]. Adequate visual clarity is essential for accurate
diagnosis and optimal treatment during arthroscopic procedures
[8,9]. Several methods have been developed to improve
visualization  during  arthroscopy, including controlled
hypotension, thermal coagulation, pump irrigation systems, and
adding epinephrine to the irrigation fluid [6,10]. Additionally,
hemarthrosis and pain can negatively impact the functional
outcome of knee arthroscopy [11]. Tranexamic acid (TXA) has
become popular in orthopedic practice due to its ability to reduce
intra-articular bleeding during arthroscopic procedures, improve
visibility, and decrease postoperative pain and knee joint
swelling from hemarthrosis [12-16]. However, insufficient data
supports the routine use of TXA in arthroscopic meniscectomy.

The current study hypothesized that administering TXA
without a tourniquet would improve visual clarity in routine
arthroscopic meniscectomy. The primary objective was to
evaluate the effect of a single dose of intravenous (IV) TXA on
visual clarity, while the secondary objective was to determine
whether administering 1 g IV-TXA prior to arthroscopic
meniscectomy reduces hemarthrosis and postoperative pain and
allows for earlier restoration of active range of motion.

Materials and methods

A randomized, double-blind controlled trial was
conducted at the Department of Orthopedic Surgery, Istanbul
Medipol University, between February 2021 and January 2022,
after obtaining approval from the ethics committee [17]. Patients
with chondral defects requiring a cartilage restoration procedure,
meniscal suturing at the time of surgery, uncontrolled
hypertension (systolic pressure >140), or coagulation or bleeding
disorders were excluded from the study. Patients over 18 years
old with a meniscal tear, with or without cartilage degeneration,
underwent partial meniscectomy. All patients provided
additional informed consent to participate in the study. Patient
randomization was performed using a computer-generated code,
printed, and sealed in unmarked envelopes. A total of 53 patients
who underwent arthroscopic meniscectomy were assigned to
either the TXA group (n=27), who received 1 g IV-TXA in 100
ml of normal saline, or the control group (n=26), who received
100 ml of normal saline without TXA administered 15 min
before surgery at the same rate and by the same route. The study
flowchart is presented in Figure 1. Although the surgeon,
observer, and patients were blinded, the anesthetist administering
the TXA or placebo was not blinded.
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Figure 1: Flowchart of patient inclusion. (TXA: tranexamic acid)

| Assessed for eligibility (n=60)

Excluded (n=7)
e Did not meet inclusion criteria (n=6)
e Declined to participate (n=1)

A

Randomized (n=53)

TXA group (n=27)

Control group (n=26)

Lost to follow-up (n=0)
Discontinued intervention (n=0)

Lost to follow-up (n=0)
Discontinued intervention (n=0)

v v

Analyzed (n=27) Analyzed (n=6)

All patients were positioned in the supine position and
administered general or spinal anesthesia. In all cases, a
tourniquet was applied but not previously inflated. If the surgeon
encountered impaired vision intraoperatively due to bleeding
reducing visibility into the knee joint, the tourniquet pressure
was maintained at 300 mm Hg. The decision to inflate the
tourniquet was made by the surgeon responsible for the
procedure. No pressure pump or intra-articular cautery was used
in any case. All patients underwent standard 2-portal knee
arthroscopy with the gravity technique to administer a
continuous flow of cold (4°C) saline irrigation solution from a
three-liter saline bag elevated to 2.5 meters above the floor.
Intraoperative visual clarity was evaluated using a Numeric
Rating Scale (NRS), with a score of 1 indicating a complete lack
of visibility and a score of 10 indicating the highest level of clear
vision at the end of the operation, as previously described by van
Montfoort et al. [8] and Avery et al. [17] (Figure 2). All patients
were discharged home on the day of the surgery.

Figure 2: A demonstration of clarity of view scored using the NRS through the anterolateral
portal (NRS: Numeric Rating Scale). (A) The view scored 10 indicates; the highest clear
vision. (B) The view scored 5 indicates; bleeding mixed with the irrigation fluid, which can
impede the visibility to perform surgery, but it can be acceptable for knee arthroscopy. (C)
The view scored 1 indicates; complete lack of visibility.

All patients were assessed for the need for a tourniquet,
duration of tourniquet time, total operative time, the volume of
intraoperative irrigation fluid used, systolic blood pressure,
intraoperative complications, postoperative pain, hemarthrosis,

&

L 2

v
Page | 330



 J Surg Med. 2023;7(5):329-333.

and knee function at postoperative day 3 and postoperative
weeks 1, 2, and 4. Knee hemarthrosis was clinically graded
according to the classification of Coupens and Yates (CY),
subjectively graded from O to 4 (Table 1) [18]. Knee aspiration
was considered in cases of severe pain and persistent and severe
hemarthrosis (CY grade 3-4). Pain score was recorded using a
visual analog scale (VAS) ranging from 0 to 10, and the Lysholm
Knee Score [19] was used to record knee function. The knees’
active range of motion (ROM) was measured using an
orthopedic goniometer. Patients were clinically examined for leg
swelling or calf pain, and those with clinical suspicion of deep
venous thrombosis underwent Doppler ultrasonography.

Table 1: Clinical grading of hemarthrosis according to the classification of Coupens and
Yates (CY).

Grade |

0 | No detectable fluid

1 | Fluid present, no fluid wave
2 | Palpable fluid wave

3 | Ballotable patella

4 | Tense hemarthrosis

Statistical analysis

Data were described using mean (standard deviation
[SD]) and analyzed using NCSS (Number Cruncher Statistical
System) 2007 Statistical Software (Utah, USA). Normality was
tested using the Shapiro-Wilk test. The independent t-test was
used to compare normally distributed continuous variables
between groups, while the Chi-square test was used to analyze
qualitative comparative parameters. The nonparametric Mann-
Whitney U test was used to analyze non-normally distributed
data. Statistical significance was considered when the P-value
was below 0.05.

Results

Fifty-three patients undergoing arthroscopic
meniscectomy were evaluated, with 27 patients in the TXA
group and 26 in the control group. The mean age was 46.3
(10.79) years in the TXA group and 47.54 (12.9) years in the
control group (Table 2).

Table 2: Patients” demographics data.
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was observed between the groups regarding the need for delayed
tourniquet inflation (P=0.646). The mean tourniquet time in the
TXA group was 12.67 (2.08) min and 15.25 (1.71) min in the
control group, although this result did not reach statistical
significance (P=0.130).

Table 3: The quality of intra-operative visibility of the TXA group and the control group.

Variable TXAgroup = Control group = P-value
(n=27) (n=26)
Overall score | 7.41 (1.91) 6.92 (2.19) 0.394*

Values presented as mean (standard deviation) and P calculated by using *unpaired t-test.

There was no significant difference in the mean
operative time between the two groups (P=0.728). The mean
operative time was 32.7 (6.93) min in the TXA group and 33.35
(6.43) min in the control group. Moreover, the amount of
irrigation fluid used during the surgery was not statistically
significant between the two groups (P=0.459). The mean amount
of irrigation fluid in the TXA group was 3.55 (1.14) L, and 3.8
(1.31) L in the control group.

No statistically significant difference was observed
between the TXA and control groups regarding the degree of
VAS pain at each time point after the operation. Similarly, there
was no significant difference between the two groups regarding
the grade of postoperative hemarthrosis, ROM, and the Lysholm
Knee Score at each time point after the operation (Table 4). One
knee in the TXA group required postoperative knee aspiration,
although this result did not reach statistical significance between
the two groups (P=0.509). All patients regained their knee ROM
within four weeks after surgery, and no evidence of infection or
deep venous thrombosis was reported in either group.

Table 4: Comparison of secondary study results of the TXA group and the control group.

Variables TXA group Control group = P-value
(n=27) (n=26)

Age (year) 46.3 (10.79) 47.54 (12.9) 0.705*

Sex

Male 13 (48.15%) = 11 (42.31%) 0.669+

Female 14 (51.85%) | 15 (57.69%)

BMI (kg/m?) 28.97 (4,26)  29.04 (5.32) 0.964*

Side

Right 11 (40.74%) | 10 (38.46%) 0.865+

Left 16 (59.26%) = 16 (61.54%)

Anesthesia type

General 5 (18.52%) 4 (15.38%) 0.761+

Spinal 22 (81.48%) | 22 (84.52%)

Mean arterial pressure (mm Hg) 10.25 (1.2) 9.86 (1.08) 0.218*

Operative time (minute) 32.7 (6.93) 33.35 (6.43) 0.728*

Change of serum Hb concentration (g/dL) | 1.04 (0.56) 1.11 (0.4) 0.640*

Amount of fluid used (L) 3.55 (1.14) 3.8(1.31) 0.459*

The need for a tourniquet (n) 3 (11.11%) 4 (15.38%) 0.646*

Tourniquet time, minute 12.67 (2.08) 15.25 (1.71) 0.130*

Values presented as mean (standard deviation) and P calculated by using *unpaired t test and + chi square
test. BMI: Body mass index.

There was no significant difference in intraoperative
arthroscopic visibility between the TXA group and the control
group (P=0.394), with visibility rated at 7.41 (1.91) in the TXA
group and 6.92 (2.19) in the control group (Table 3). Visibility
was enhanced in seven cases after tourniquet inflation. The
tourniquet was required in three cases in the TXA group and four
cases in the control group. No statistically significant difference

Variable TXA group Control group = P-value*
(n=27) (n=26)
Lysholm score
Preoperative 53.48 (9.42) 51.38 (8.92) 0.410*
POW 1 68.11 (10.52) 66.73 (8.3) 0.599*
POW 2 81.15 (7.74) 79.92 (6.08) 0.526*
POW 3 91.26 (4.76) 90.38 (4.05) 0.475*
VAS score
Preoperative 7.15 (0.66) 7.27 (0.72) 0.477%
POD 3 5.3 (0.91) 5.5 (1.33) 0.506%
POW 1 4.41 (0.84) 4.46 (0.76) 0.744%
POW 2 3.52 (0.75) 3.58 (0.64) 0.738%
POW 3 2.37(0.79) 2.42 (0.86) 0.855%
ROM
Preoperative 124.81 (12.88) = 122.65(11.26)  0.519*
POD 3 93.07 (4.87) 91.19 (6.51) 0.238*
POW 1 106.85 (5.87) 105.62 (5.89) 0.448*
POW 2 117.41 (5.79) 116.69 (6.25) 0.667*
POW 3 131.67 (6.79) 131.92 (5.87) 0.884*
CY value
POD 3 1.67 (0.68) 1.69 (0.68) 0.854%
POW 1 1.44 (0.75) 1.46 (0.71) 0.843%
POW 2 0.7 (0.54) 0.77 (0.65) 0.775%
POW 3 0.22 (0.42) 0.23 (0.43) 0.941%
PO aspiration 1 (37%) 0 (0%) 0.509+

Values presented as mean (standard deviation) and p calculated by using *unpaired t test, {Mann Whitney U
test, and +chi Square. POD: Postoperative day, POW: Postoperative week, VAS: Visual analog scale. ROM:
Range of motion, CY: Coupens and Yates. PO: Postoperative.

Discussion

The most significant finding of this study is that the
administration of 1V-TXA (1 g) in arthroscopic meniscectomies
without a tourniquet did not enhance surgical visualization or
reduce the need to inflate the tourniquet due to obstructed
visibility when compared to the control group.

A bloodless field is crucial for optimal visibility during
arthroscopic surgery [15,20]. TXA has been used to promote
adequate visualization in intra-operative arthroscopy [15,20,21].
However, there is a lack of sufficient data on using TXA in
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arthroscopic procedures and whether it enhances visibility during
surgery. A recent randomized controlled trial found that
administering IV-TXA improved surgical clarity during
arthroscopic rotator cuff repair without increasing the risk of side
effects [15]. Similarly, Ersin et al. [21] demonstrated that 1V-
TXA led to improved visual clarity during shoulder arthroscopy.
However, the effect of IV-TXA on visual clarity during
arthroscopic knee surgery is not well known. To our knowledge,
no study has investigated the impact of IV-TXA on surgical
clarity during knee arthroscopic meniscectomy without a
tourniquet. In this study, we hypothesized that administering
TXA would provide better visibility during arthroscopic
meniscectomy without a tourniquet. However, at the end of the
study, compared to the control group, the administration of 1V-
TXA did not provide enhanced surgical visualization.

The use of a tourniquet in knee arthroscopy is still
debated despite its ability to provide clarity of surgical visibility
[7,24-26]. Hoogeslag et al. [7] reported improved visibility with
the use of a tourniquet in routine knee arthroscopy procedures,
but 10.2% of patients required inflation of the tourniquet due to
fair or poor intra-operative arthroscopic visibility. Olszewski et
al. [6] found that dilute epinephrine in normal saline irrigation
fluid reduced the need for tourniquet utilization during routine
arthroscopic knee surgery, with only 24.6% of patients requiring
tourniquet inflation. Similarly, Johnson et al. [23] reported no
significant difference in operative views between groups with
and without inflated tourniquets during knee arthroscopy.

In this study, using a tourniquet during routine knee
arthroscopic meniscectomy was unnecessary. The need for
tourniquet inflation was 11.1% in the TXA group and 15.38% in
the control group, comparable to the literature. The mean
tourniquet time for patients in whom the tourniquet was used was
considerably shorter in both groups than in the literature. This
could help reduce tourniquet-related complications due to
prolonged use. The duration of surgery was also not significantly
different between the TXA and control groups. These findings
suggest that arthroscopic knee surgery can be performed safely
and effectively without the routine use of a tourniquet. However,
the administration of IV-TXA did not provide any additional
benefit in reducing the need for a tourniquet or improving
surgical visualization.

In previous studies, a pressure-controlled pump in
arthroscopic knee surgery has been suggested to improve
visualization [24,25]. However, using an infusion pump system
can result in pain and quadriceps inhibition, potentially leading
to muscle weakness and joint distension [26,27]. In some rare
cases, using an infusion pump has resulted in complications such
as complete femoral nerve palsy [28]. In this study, a pressure
pump was not used, and instead, the gravity technique was
applied to administer a continuous flow of the saline irrigation
solution with cold (4°C), which may constrict the blood vessels
around the surgical field. Although the administration of IV-
TXA was found to be ineffective in promoting visual clarity
when compared to the control group, based on our findings,
arthroscopic meniscectomy with the irrigation solution with cold
(4°C) can be performed without a tourniquet, which is an
alternative way to enhance surgical visualization and reduce the
need to inflate the tourniquet due to obstructed visibility during
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arthroscopic meniscectomy. However, further evaluation is
needed to determine whether the irrigation solution with cold
(4°C) can enhance surgical visualization and reduce the need for
a tourniquet.

TXA has been investigated for its potential to decrease
hemarthrosis and pain and increase knee function in patients
undergoing anterior cruciate ligament reconstruction (ACLR)
[14,29]. Karaaslan et al. [14] demonstrated that administering
TXA intravenously before tourniquet inflation and continuing for
3 h after surgery reduced hemarthrosis, decreased pain, and
improved knee function in the early postoperative period.
However, a more recent study by Fried et al. [29] investigating
the use of IV-TXA in patients undergoing ACLR suggested that
IV-TXA did not result in a reduction of postoperative pain, range
of motion, or hemarthrosis. This conclusion was also reached by
Nugent et al. [30], who found no significant improvement in pain
scores, range of motion, or hemarthrosis at any of the evaluated
time points in their study. In the present study, administering 1 g
of IV-TXA with a tourniquet in arthroscopic meniscectomy
improved Tegner activity scores at 3 days postoperatively.
However, consistent with the literature, the outcomes of the
present study demonstrated that TXA did not reduce
hemarthrosis, alleviate subjective pain, or improve the range of
motion in the postoperative period.

In this study, several limitations should be considered.
First, the visual clarity was only recorded at the end of the
surgery, which may not reflect the bleeding dynamic during the
entire surgery. Second, the dose of TXA was not based on the
patient’s body weight, which may have resulted in some patients
not receiving enough effective drug concentrations. Third, using
a pressure-controlled pump may have improved visualization but
was not used in this study to reflect the common use of gravity
flow in routine knee arthroscopy. Fourth, it is unclear how long
the surgeon waited to regain visibility to intraoperatively inflate
the tourniquet to perform the procedure due to impeded vision.
Lastly, the surgeon rated the visual field's intraoperative clarity
subjectively using an NRS, which may have introduced bias.

Conclusion

In conclusion, administering 1V-TXA in arthroscopic
meniscectomy without a tourniquet did not benefit enhanced
surgical visualization or reduce the need to inflate the tourniquet.
However, using irrigation solution with cold (4°C) may be an
alternative way to enhance surgical visualization and reduce the
need for a tourniquet. Furthermore, TXA did not decrease
hemarthrosis or VAS pain scores or improve knee range of
motion in the postoperative period.
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Abstract

Background/Aim: Lateral epicondylitis (LE), commonly known as “tennis elbow”, is a painful
inflammatory condition affecting wrist extensor tendons. Various treatments, such as extracorporeal
shockwave therapy (ESWT) and neural therapy injections, have been used to alleviate symptoms of LE.
However, there is a limited number of comparative studies available. This study aims to compare the
effectiveness of sequential neural therapy injections and ESWT in reducing pain and improving
functionality in patients with LE.

Methods: A retrospective cohort study analyzed data from 128 LE patients. Among them, 30 patients
underwent neural therapy, while 30 underwent ESWT, following the exclusion criteria. Pain levels were
measured using the visual analog scale (VAS), and functionality was assessed using the Durudéz hand
index (DHI) before and after treatment.

Results: Both neural therapy injections and ESWT led to substantial reductions in pain and improvements
in functionality, with no notable differences observed between the two treatment methods. Additionally,
no significant variations were found based on age, body mass index, gender, or the side of the elbow
treated.

Conclusion: The findings suggest that both neural therapy injections and ESWT are equally effective in
managing symptoms of LE. Treatment choice may depend on patient preference, cost, availability, or other
factors. Further research is necessary to examine long-term outcomes, potential side effects, and factors
predicting a better response to one treatment.

Keywords: lateral epicondylitis, pain, neural therapy, extracorporeal shock wave therapy
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Introduction

Lateral epicondylitis (LE) is an inflammatory condition
that affects the attachment site of the wrist extensor tendons. It is
commonly referred to as tennis elbow due to the repetitive wrist-
elbow-straining movements often seen in tennis players [1]. The
primary symptom experienced by patients is pain in the lateral
epicondyle, which can radiate to the humerus and forearm [2].
The main goals of treatment include pain reduction,
inflammation resolution, and restoration of functionality [2,3].

Extracorporeal shockwave therapy (ESWT) is a
commonly utilized physical therapy for treating LE, although the
existing literature presents conflicting results [4-6]. ESWT
induces inflammation and enhances blood flow in the targeted
area, stimulating the body’s self-repair mechanisms and
promoting healing in chronic muscle-tendon disorders [5].
Furthermore, alternative injection methods such as local
corticosteroids, platelet-rich plasma, and autologous blood
injection have been employed as substitutes for conventional
approaches in treating LE for a considerable period.

In contrast to these injections, neural therapy is also
utilized to treat various musculoskeletal conditions. However,
insufficient literature on studies involving neural therapy
injections is lacking. Building upon this premise, our study
aimed to compare the effects of sequential neural therapy
injections and ESWT treatment on pain and functionality in
patients diagnosed with LE.

Materials and methods

Our study is designed as a retrospective cohort study.
We retrospectively evaluated the data of 128 patients with LE
who sought treatment at the physical therapy outpatient clinic for
elbow pain between January 2021 and January 2022. The data
from those volunteers who met the inclusion criteria were
analyzed.

Inclusion and Exclusion Criteria

The inclusion criteria were: patients who have
experienced elbow pain within the last 3 months; patients who
have received a diagnosis of lateral epicondylitis through
physical examination and/or radiological imaging; and patients
who have completed all tests assessing treatment efficacy. The
exclusion criteria were: pregnancy or lactation; the presence of
severe inflammatory diseases, muscle diseases such as
myasthenia gravis, sepsis, or a diagnosis of cancer; all
rheumatological diseases that may cause arthritis/arthralgia in the
elbow; history of any recent injection into the painful elbow,
elbow fracture, or the presence of metal implants (e.g., screws or
nails) in the elbow; the presence of psychiatric diseases such as
schizophrenia or mental retardation; patients who have
undergone ESWT for symptomatic elbow treatment within the
last 6 months; and patients with a history of decompensated heart
failure, 2nd and 3rd degree AV block, bradycardia, or the use of
anticoagulant agents.

In our study, we screened the data of patients who did
not experience any changes in their medical treatments (such as
oral analgesics or myorelaxants) and did not receive additional
injections in their elbows throughout the study period. The study
received approval from the Ethics Committee of Buca Seyfi
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Demirsoy Training and Research Hospital for non-interventional
research (date/protocol no: 28.09.2022/09-112).

Intervention

We analyzed the data of 128 patients diagnosed with
LE. Among these patients, it was observed that 86 received
additional treatments in addition to medical treatment. Of the 86
selected patients, 34 underwent neural therapy injections, while
the remaining 52 underwent ESWT treatments.

Patients who actively participated in each treatment
protocol and attended the evaluation follow-ups were included in
our study. Four of the 34 patients who received neural therapy
injections were excluded from the study as they did not maintain
their weekly follow-up appointments. To ensure comparability,
we selected 30 patients from the 52 individuals who received
ESWT treatment, matching them in terms of age and gender with
the neural therapy group. In summary, we compared the data of
30 patients from both treatment groups.

The ESWT and neural therapy injection groups
followed treatment protocols consisting of once-weekly sessions
for three consecutive weeks.

The first group (n=30) comprised patients who received
neural therapy injections in their painful elbows. The neural
therapy injections were locally administered using the quaddle
method, targeting the muscle tendon and ligament directly in the
affected area. Five ampules of jetcaine were prepared by diluting
them with 100 cc saline. Each injection contained 2 mL of
lidocaine and was administered at a 10-20 mm depth using an
insulin injector. For segmental effect, intracutaneous injections
were applied around the tendon from a total of 6-8 points. Each
injection session lasted approximately 5-8 minutes.

In the second group (n=30), ESWT was administered
once a week for three consecutive weeks. The ESWT protocol
involved using a frequency of 6 Hz, an intensity of 1.6 Barr, and
delivering 2000 beats per session. Gel was applied around the
painful area while the patient’s elbow was flexed at 80-90°.
Each ESWT session lasted approximately 15 min.

Evaluation criteria were established by a different
doctor prior to the initiation of treatment and at its completion.
The clinical and demographic data of the patients, including age,
sex, physical examination findings, duration of symptoms,
medication usage, presence of secondary diseases, and body
mass index (BMI), were recorded and assessed before the
treatment phase.

The Visual Analog Scale (VAS) was utilized to assess
patients’ pain levels before and after the administration of ESWT
or neural therapy injections. Patients were asked to rate their pain
on a scale of 0 to 10, with 0 indicating no pain and 10
representing unbearable pain before and after the treatment.

Our study also employed the Duruéz Hand Index (DHI)
[7] as another assessment tool. The DHI evaluates hand-related
activity limitations and is used to measure functional
performance [7]. This test comprises 18 questions and is
relatively easy to administer. Prior to treatment initiation, as well
as after treatment, DHI data were recorded in both groups. The
DHI assesses the utilization and functionality of the affected
hand and elbow during daily activities such as kitchen tasks,
clothing management, cleaning, workplace activities, and other
activities of daily living. Each item is scored on a scale of 0 (no
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difficulty) to 5 (impossible to do), reflecting the individual’s
ability. The maximum total score is 90, with higher scores
indicating more severe activity limitations.

Statistical analysis

All statistical analyses were performed using SPSS
27.0. Additionally, all data are presented as the arithmetic mean
with standard deviation (SD). Mann Whitney U and Wilcoxon
tests were utilized to compare within and between groups.
Furthermore, linear regression analysis was conducted to
examine the independent variables influencing VAS and DHI
values after treatment. A significance level of P<0.05 was
considered statistically significant for all analyses.

Results

According to the inclusion criteria, we compared the
data of 30 patients who received neural therapy injections with
those of 30 patients who received ESWT in our study. The neural
therapy group had a mean age of 49.4 years, while the ESWT
group had a mean age of 49.9 years. Upon examination of the
patients’ age and BMI values, no significant difference was
found between the two groups (Table 1).

Of the participants, 25% were males, and 75% were
females. The right elbow accounted for 86.7% of the treatments,
while the left accounted for 13.3%. No significant difference was
observed between the two groups regarding the patients’ gender

and the treated elbow’s direction (Table 1).
Table 1: Demographic data

Neural therapy | ESWT P-value
(n=30) (n=30)
Age, year, Mean (SD) 49.4 (11.96) 49.9 (10.16)  0.862
BMI, kg/m?, Mean (SD) | 26.74 (2.37) 26.53 (1.66) = 0.347
Gender, n (%)
Female 21 (70) 24 (80) 0.551
Male 9 (30) 6 (20)
Side, n (%)
Right 26 (86.7) 26 (86.7) 1.000
Left 4(13.3) 4(13.3)
SD: standard deviation

The two groups had no statistically significant
differences in the pretreatment VAS scores (Table 2). However,
both groups significantly improved pain scores after treatment
(P<0.001). In the ESWT group, the median VAS score decreased
from 7 before treatment to 4 after treatment. Similarly, in the
neural therapy group, the VAS score decreased from 7 before
treatment to 4 after treatment, which was also considered
statistically significant (Table 2).

There was no statistically significant difference in the
pretreatment median DHI values between the two groups
(P=0.399). However, both groups exhibited a statistically
significant improvement in DHI scores after treatment (P<0.001)
(Table 2). In the ESWT group, the median DHI value decreased
from 59 before treatment to 43.5 after treatment, with this
reduction being statistically significant. Similarly, in the neural
therapy group, the median DHI value decreased from 58.5 before
treatment to 39 after treatment (Table 2), which is also
statistically significant. When comparing the improvements in
these scores between the groups, no superiority was observed
between the two treatment methods.

Comparison effects of injection and ESWT on epicondylitisA
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Table 2: Comparison of VAS and DHI values within and between groups
Group Statistic = P-value
ESWT Neural therapy test
Mean (SD) | Median Mean (SD) | Median
(Min-Max) (Min-Max)

VAS 0 6.8 (0.92) 7(5-8) 6.83(0.99) 7(59) U=446 | 0.951
VAS 3 3.93(155) | 4(1-6) 467 (1.27) | 4(2-7) U=353 | 0.140
Statistic test | Z=4.48 Z=4.401
P-value <0.001 <0.001
DHI 0 58.33(9.08) |59 (37-75) | 55.83(10.02) 585 (37-73) U=393  0.399
DHI 3 40.37 (12.33) | 43.5(13-59) | 40.83 (12.62) | 39 (13-70) | U=396.5 | 0.429
Statistic test | Z=—4.705 7Z=4.374
P-value <0.001 <0.001

U: Mann Whitney U Test, Z: Wilcoxon Test, SD: standard deviation, Min: minimum, Max: maximum,
VAS: Visual analog scale, DHI: Durudz hand index

Discussion

LE is a disease that can be mostly treated using
conservative methods [2-4]. Despite the various methods
employed for LE treatment, there is no clear consensus on their
efficacy. To the best of our knowledge, no study has
demonstrated the impact of neural therapy injection, known to
provide analgesia in several musculoskeletal diseases, on treating
LE. Additionally, no literature study has been found comparing
the effectiveness of ESWT and neural therapy injection in
treating this disease. With this in mind, our study aimed to
determine the efficacy of neural therapy injections and compare
them with ESWT. We also believed that this study would
contribute to the literature as the first to compare the
effectiveness of these two treatment methods. Upon
retrospectively reviewing the data of patients with LE who
underwent these two treatment methods, we concluded that
neural therapy is equally effective as ESWT, particularly in
terms of alleviating elbow pain and improving functionality.

Neural therapy is a treatment approach that effectively
alleviates chronic pain by injecting local anesthetics into various
tissues, including scars, peripheral nerves, autonomic ganglia,
trigger points, and glands. This therapeutic method aims to
restore balance to the autonomic nervous system, which is
responsible for triggering or perpetuating several chronic
diseases [8, 9]. Different administration forms, such as
segmental, intramuscular, and intravenous, are available [9]. The
most commonly employed technique involves an intracutaneous
injection directly into the affected area (known as the quaddle
method). Procaine and lidocaine are the most frequently used
medications for these injections. It is widely recognized that the
local anesthetics utilized in neural therapy possess anti-
inflammatory and neuroprotective properties that benefit the
nervous system [9].

In our study, we assessed the data of patients who
received intracutaneous injections of a solution containing
lidocaine hydrochloride at 6-8 points surrounding the
symptomatic elbow. As a result, we observed an improvement in
pain and functionality scores in these patients after three
injection sessions conducted over three consecutive weeks.
Nevertheless, no definitive consensus exists regarding the
optimal number and frequency of neural therapy sessions for
treating musculoskeletal pain. We speculate that the sustained
improvement in pain scores over the long term may be attributed
to increased treatment sessions. Further investigations are
necessary to evaluate the long-term effectiveness of neural
therapy.

A single study in the literature investigated the injection
of lidocaine diluted with saline into the elbows of patients WithA
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LE [10]. This study involved 28 participants who were divided
into three groups. The first group received a mixture of saline
and lidocaine, the second group received corticosteroid and
lidocaine, and the third group received autologous blood and
lidocaine. The study reported minimal pain score reduction in
each group following treatment, with no significant differences
observed in shoulder-hand disability scores. It is important to
note that this study involved a single-session injection.

In contrast, our study demonstrated positive outcomes
regarding elbow pain and functionality following neural therapy
injections administered once a week for three consecutive weeks.
Based on these findings, we believe that the effectiveness of
neural therapy increases with consecutive and repetitive
treatment sessions, as the therapy enhances muscle blood supply
through vasodilation resulting from segmental stimulation.
Furthermore, our study utilized intracutaneous administration,
while other injections were delivered into the tissue or joint.
Consequently, we aimed to investigate the regulatory effect of
bioelectrical activity on the cell wall rather than focusing solely
on the anesthetic properties of the substances used.

While there is a lack of studies focusing on neural
therapy for LE treatment, several studies have evaluated other
types of injections [11-15]. These injection treatments are also
recommended for patients who do not respond to alternative
methods. A meta-analysis of 70 studies involving 1,381 patients
compared eight injection methods used in LE treatment with a
placebo [12]. The pooled results indicated autologous blood and
platelet-rich plasma demonstrated statistically significant
superiority over placebo. Botulinum toxin showed limited
benefits for alleviating elbow pain but was associated with finger
extension paresis [13]. Both hyaluronic acid and prolotherapy
were more effective than placebo; however, no significant
difference was found in the response to polidocanol and
glycosaminoglycan. Some studies have reported significant
improvements in pain scores in LE patients who received saline
injections alone [16,17]. They suggested that these
improvements could be attributed to a placebo effect or the
modulation of osmolarity and sodium ions.

ESWT application is another therapeutic option widely
utilized for musculoskeletal problems over the past 25-30 years
[18]. This noninvasive therapy employs focused acoustic waves
to target specific body parts for pain relief and to facilitate
healing processes [19]. ESWT promotes neovascularization,
reduces calcification, and directly stimulates tissue healing
through hyperstimulation of the treated tissues [5,6]. However,
the effectiveness of ESWT in treating LE remains controversial
in the literature. For instance, a systematic review comparing the
treatment of LE reported no significant advantage of ESWT over
placebo, with only two pooled results favoring ESWT [6]. In
another study involving 50 patients with LE, ESWT was as
effective as therapeutic ultrasound in reducing elbow pain and
improving functionality [20]. Furthermore, in a review
encompassing 13 articles on LE treatment methods, 501 out of
1,035 patients underwent ESWT, while the remaining 534
underwent other treatment modalities [21]. The findings of this
review suggested that ESWT is more effective and safer than
other treatment methods, particularly in addressing pain, hand
functions, and grip strength loss.
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The conflicting results in previous studies have been
attributed to variations in the dosage and devices used for
ESWT, as standardized procedures for ESWT in musculoskeletal
conditions are still lacking, and extensive research is needed to
determine the optimal dosages and frequency of administration.
In our study, we administered ESWT once a week for three
consecutive weeks using the most commonly employed method
in the literature, with a frequency of 6 Hz, intensity of 1.6 bar,
and 2000 beats per session. Notably, our study demonstrated a
statistically significant improvement in elbow pain and daily
living activity scores among patients who received ESWT, which
is consistent with findings reported in the literature.

These studies have reported minimal side -effects
associated with ESWT [6,18-20]. The most frequently reported
side effects include temporary pain, skin redness, nausea, and
swelling.

Furthermore, it was noted that these side effects
typically had a short duration and resolved after the completion
of treatment. In our study, no side effects were observed that
impeded the course of treatment or necessitated dosage
adjustments. Our patients successfully completed the three
sessions without any issues within the dose and frequency
parameters we utilized.

Limitations

While our study yielded important insights into the
comparative effectiveness of neural therapy injections and
ESWT in treating LE, it is essential to consider several
limitations.

First, the study’s retrospective nature inherently carries
potential biases, including selection bias and information bias.
Reliance on medical records introduces the possibility of
inaccuracies or incomplete information.

Second, the sample size was relatively small, which
may have limited our ability to detect smaller yet potentially
significant differences between the two treatment methods.
Further studies with larger sample sizes would be valuable in
confirming our findings.

Third, our study lacked a control group. Without a
control group receiving no or a placebo treatment, we cannot
exclude the possibility that some observed improvements were
due to natural recovery or placebo effects.

Fourth, our study solely assessed the short-term effects
of the treatments. Longer-term follow-up is necessary to assess
the durability of treatment effects and determine if one treatment
yields superior long-term outcomes.

Lastly, our study did not consider potential side effects
or complications associated with the treatments. Future research
should encompass an evaluation of the safety profiles of the
treatments in addition to their efficacy.

Despite these limitations, our study offers preliminary
evidence suggesting that both neural therapy injections and
ESWT can be effective treatments for LE. Further research is
warranted to confirm and expand upon our findings.

Conclusion

Both neural therapy injections and ESWT effectively
reduced pain and improved functionality among patients with
LE. No significant differences were observed between the two
treatment methods regarding effectiveness. Additionally,
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treatment outcomes did not show significant variations based on
age, BMI, gender, or the side of the elbow treated.

These findings indicate that both treatments offer viable
options for managing LE symptoms, and patient preferences,
cost, availability, and other individual factors can influence
treatment selection. Further research is necessary to investigate
these treatments’ long-term outcomes and potential side effects.
Additionally, identifying factors that may predict treatment
response and help determine which patients would benefit more
from one treatment over the other would be valuable.
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Abstract

Background/Aim: Significantly lower heart doses can be achieved by breath-hold technique at left-sided
breast cancer radiotherapy (RT). We see high doses at organs at risk such as lung, heart, and contralateral
breast during right-sided breast cancer RT planning especially in the presence of RT indication for
mammaria interna (MI) lymph nodes. This study compared RT-planning methods that are conformal with
intensity-modulated RT (IMRT) with breath holding and free breathing for right-sided breast cancer RT
including full axillary and MI lymph node fields.

Methods: Computed tomography (CT) simulations were performed using free-breath (FB) and breath-hold
(BH) methods in 10 patients with right-sided breast cancer. A total of 40 RT treatment plans were
calculated. Right-sided breast, level 1-2-3 axillary regions, and MI regions served for the target-planning
volume. Left-sided breast, heart, as well as right-sided and left lungs were contoured as critical organs
according to the atlas of the "Radiation Therapy Oncology Group." We used a Varian Eclipse v.13 for
treatment planning. Conformal “FieldinField” RT (FinFRT) and dynamic IMRT (dIMRT) planning were
performed separately for each patient over breath-hold and free-breath images. For PTV, 50 Gy was
prescribed in 25 fractions and optimized such that the planned target volume (PTV) remained between
95% and 110% of the dose. The mean and maximum doses of the heart, V5 and V20 of the lungs, as well
as V95 doses for MI were recorded. Statistical analyses were performed with SPSS version 22, and a
paired t-test was used for comparison.

Results: Four treatment plans (FB FinFRT, BH FinFRT, FB dIMRT, BH dIMRT) were made separately
for 10 patients. For comparison, common FB FinFRT plans were accepted as the baseline plan. As
expected, there were no significant differences in PTV coverage. The mean dose received by 95% of the
MI volume was between 42.27 Gy and 42.4 Gy. For the maximum heart dose, the breath hold technique
had no significant effect on plans. The lowest average maximum heart dose was seen in the BH FinFRT
group. Mean heart doses are between 1.28 Gy — 4.85 Gy. There was no significance between BH FinFRT
and FB FinFRT plan (P=0.504), and there was a significant difference for heart mean dose versus dIMRT
plans (P=0.001). The mean V20 of the lungs ranged from 11.9 to 17.8. There was a significant decrease in
V20 with BH or FB dIMRT plans (P=0.001). There was no difference between BH FinFRT (P=0.138). On
the contrary, lung V5 values were significantly higher in dIMRT plans, and the lowest mean V5 value was
seen in BH FinFRT plan.

Conclusion: With the BH method, lower doses (but not significantly lower doses) were obtained in critical
organ doses. There was a significant decrease with FinFRT plans in terms of heart mean and maximum
dose and lung V5 percentages. The dIMRT plans were significant only in lung V20 percentages. When
planning RT, we recommend evaluating all treatment techniques individually for right-si