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Introduction. The issue of the bi-directional relationship between tuberculosis (TB) and
diabetes mellitus (DM) is the subject of the discussion among scientists around the world [1].
Although the influence of DM as a predisposing factor causing TB is not in dispute, there are few
studies dedicated to assess whether TB increases the risk of DM [2-4] and their data quite
contradictory. According to some scientists, TB can lead to glucose metabolism disorders and
contribute to new onset of DM. There are several thoughts trying to explain the nature of carbohydrate
metabolism disorders in patients with TB. It is assumed that the pro-inflammatory response
accompanying the period of infection leads to a decrease in insulin production and, as a result, to a
hyperglycemic state [5, 6]. Impairment of insulin action in active TB patients may be due to releasing
of stress hormones: adrenaline, cortisol and glucagon [7]. Long time persistence of Mycobacterium
tuberculosis (MTB) in macrophages and adipocytes also could cause functional disorders in these
cells, including insulin resistance (IR) [8]. According to other authors, the association between
hyperglycemia and TB disappears after tuberculosis treatment. Thus, transient hyperglycemia is
frequent during TB, and DM needs confirmation after the course of antitubercular treatment (ATT)
[9]. However, a recent study reported on the development of IR in TB patients who received ATT and
initially were not insulin resistant, which is contests the stress hyperglycemia hypothesis, as well as
the improvement of an inflammatory state [2].

Purpose of the study: to investigate insulin resistance development during the 30 days of
treatment with first-line antitubercular drugs.
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Materials and methods. The present study was performed on 56 patients aged 20 - 60 years (44
men (78.5%) and 12 women (21.5%)) with new cases of pulmonary TB. Patients were examined and
treated in Kharkiv Regional TB Dispensary No. 1 from 2016 to 2017. Those subjects, who had initial
insulin resistance, drug-resistant TB, body mass index over 25 kg/m? and comorbid diseases (HIV/AIDS,
DM, liver diseases, cancer diseases, and alcohol consumption) did not take part at the study. Standard
treatment four-component scheme, which included Isoniazid, Rifampicin, Ethambutol and Pyrazinamide,
were prescribed to each patient. Blood samples were collected before treatment and after 30 days of ATT.
We performed an oral glucose tolerance test (OGTT) to all patients; also fasting plasma insulin level was
measured. Fasting plasma glucose level was determined by the glucose oxidant method using the
commercial test system of the firm "Filisit-Diagnostika" (Ukraine) on the biochemical analyzer "LabLine-
80". Fasting plasma insulin level was determined by the immune enzyme method using the commercial test
systems of the company "ELISA" (EU) on the analyzer "Labline-90". Insulin resistance index was
calculated by homeostasis model assessment of insulin resistance (HOMA-IR) by Matthews et al., 1985.

We divided all subjects into groups according to the HOMA-IR values after 30 days of ATT.
Group | (n=36) included patients whose HOMA-IR index was below 2.7 (patients did not develop IR);
Group Il (n=20) included patients whose HOMA-IR index was higher than 2.7 (patients developed IR).

Statistical processing of the obtained results was carried out by analyzing the contingency tables
using the StatisticaBasicAcademic 13 for Windows software package. We used the median (Me)
interquartile range (Lower - lower quartile, Upper - upper quartile) and sample size (min - minimum, max -
maximum value). To determine the differences between groups, non-parametric statistics for unbound
samples were used - Mann—-Whitney U test and Wilcoxon matched pairs test for related samples (dynamic
observation). For the levels of statistical significance p-values levels of less than 0.05 were taken.

Research results. In the group of patients who did not develop IR during 30 days of ATT had
prevailed males 72.2% (26). Age ranged from 32 to 59, with the median of 43 years old. BMI ranged from
16.6 to 24.3 with the median of 20.41. Two patients (5.5%) had fibrous cavernous pulmonary TB and one
(2.8%) — miliary TB. Rest of participants had infiltrative TB. On the X-ray, bilateral injuries of the lung
tissue prevailed - 28 (77.78%). Twenty eight patients (77.78%) had massive mycobacteria excretion.

Among those subjects who developed insulin resistance after 30 days of ATT male also had
prevailed 18 (90%). Age ranged from 21 to 60, with the median 35 years old. BMI ranged from 17.91
to 23.08, the median was 19.59. Three patients (15%) had fibrous cavernous pulmonary TB and the
rest — had infiltrative TB. On the X-ray, one-side pathologic changes prevailed - 12 (60%). Massive
mycobacteria excretion had 10 (50%) patients.

Before and after 30 days of ATT, median fasting plasma glucose level in the group of non-IR - was
within normal ranges (3.6 — 5.5 mmol/L; IDF, 2011) though, we found some insignificant increase from
3.72 mmol/L to 3.91 mmol/L during the treatment. The median level of OGTT and fasting plasma insulin
level also increased insignificantly (3.76 mmol/L vs 3.98 mmol/L) and (7.7 mcU/ml vs 10 mcU/ml)
respectively. Despite of these changes, the median level of the HOMA-IR remained within the normal
range and even a tendency to its decrease was revealed during the 30 days of ATT (Tab. 1).

Table 1. Dynamics of carbohydrate metabolism indices in pulmonary TB patients during the

30 days of ATT
Indices (units) Prior to treatment After 30 days of ATT p-
Mean | Median Mean | Median value
Patients who didn’t develop IR during the treatment (IR-)
Fasting plasma glucose (mmol/L) | 3.89+0.89 3.72 4.25+0.98 3.91
OGTT (mmol/L) 4.33+1.12 3.76 435148 |3.98
Glycosylated hemoglobin (%) 4.99+1.41 5.42 4.79+1.99 4.26
Fasting plasma insulin (mcU/ml) 7.96+4.32 7.7 9.9346.39 10
HOMA-IR 1.3840.77 1.33 1.41+0.83 1.21
Patients who developed IR during the treatment (IR+)
Fasting plasma glucose (mmol/L) | 3.51+0.56 3.5 4.49+0.38 4.39 p>0.05
OGTT (mmol/L) 3.4440.49 3.33 5.07+0.95 5.24 p<0.05
Glycosylated hemoglobin (%) 4.49+1.99 5.3 5.474+2.29 4.6 p>0.05
Fasting plasma insulin (mcU/ml) 8.83+2.91 8.2 17.7243.48 | 16.33 p<0.05
HOMA-IR 1.35+0.33 1.5 3.56+0.9 4.94 p<0.05
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In the group of patients, who developed IR during the treatment initial median fasting plasma
glucose level ranged from 2.78 mmol/L to 4.28 mmol/L with the median level - 3.5 mmol/L. After 30
days of ATT, we observed increase of median fasting plasma glucose level to 4.39 mmol/L (min - 4.06
mmol/L; max — 5.05 mmol/L, though these changes were insignificant (p>0.05). But we found
significant increase of median postprandial plasma glucose level during the treatment of pulmonary
tuberculosis patients (3.33 mmol/L vs 5.24 mmol/L). Baseline median fasting plasma insulin level
increased in 2 times: from 8.2 mcU/ml to 16.33 mcU/ml (p<0.05) and significant increase in the
median of HOMA-IR (1.5 vs 4.94) indicated to the development of insulin resistance in these group of
patients during the ATT (Tab.1).

When compared hematological parameters, we identified significant (p < 0.05) difference in
hemoglobin (Hb) levels between groups. The median Hb level in IR-patients was 159 g/L and ranged from
82 g/L to 163 g/L. At the same time, the median Hb level in non-IR-patients was 133 g/L and ranged from
99 g/L to 159 g/L (Fig.1). Though, among those patients who developed IR during ATT, the red blood cells
(RBC) level ranged widely (2.9 — 5.3 10'4/L), the median was also increased significantly, compared to
those who remained non-IR (4.9 vs. 4.1 10%/L, respectively) (p < 0.05) (Fig.2).
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Fig.1 Hemoglobin levels (g/L) after 30 days of antitubercular ttreatment in non-IR- and IR-patients (p
=0.013, MW)
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Fig.2 Red blood cells levels (10*?/L) after 30 days of antitubercular ttreatment in non-IR- and IR-
patients (p = 0.04, MW)

In the present study, we found an increase in RBC level in those patients, who developed IR
during 30 days of ATT, compared to non-IR patients. This corresponds to data obtained in previous
studies [10]. Hyperinsulinemia seems to exert its effects in erythropoiesis through the different
mechanisms. The presence of the insulin receptor (INS-R) in human erythropoietic cells during all
stages of development suggests that insulin acts as a co-factor in erythropoiesis [11]. Also,
hyperinsulinemia seems to increase concentrations of hypoxia-inducible factor-lalpha (HIF-1 alpha).
HIF-1 alpha promotes the synthesis of erythropoietin and may also mediate intestinal iron absorption
[12] that explains an increase in Hb level in IR-patients.

Conducting the analysis of lipidogram of IR-patients, we found statistically significant
changes, such as an increase in total cholesterol level, LDL-level, VLDI-level and atherogenic index
which testify to the development of dyslipidemia in this patients during the treatment (Tab.2.)
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Table 2. Dynamics of lipidogram in pulmonary TB patients who developed IR during the 30

days of ATT
Indices Lower - | Upper -
Mean | Median | Min Max Quartile | Quartile | Std.Dev. | p-level*
Prior to treatment
Total cholesterol,
mmol/L 433 |4.2 3.82 5.08 4.13 4.42 0.43
Triglycerides,
mmol/L 1.27 | 1.26 1.15 1.44 1.25 1.28 0.09
HDL, mmol/L | 1.16 | 1.13 0.98 1.45 1.01 1.25 0.17
LDL, mmol/L | 258 | 2.42 2.16 3.26 2.18 2.92 0.44
VLDL, mmol/L | 0.58 | 0.57 0.52 0.66 0.57 0.58 0.04
Al 2.78 | 2.79 1.89 3.52 2.66 3.05 0.54
After 30 days of ATT
Total cholesterol,
mmol/L 4,92 |5.06 3.73 5.69 5.01 5.13 0.66 0.009997
Triglycerides,
mmol/L 1.24 1.27 1.12 1.37 1.15 1.31 0.09 0.047858
HDL, mmol/L | 1.14 1.17 0.97 1.26 1.05 1.26 0.11 0.128875
LDL, mmol/L | 3.21 3.34 2.14 4.01 3.17 3.41 0.62 0.008676
VLDL, mmol/L | 0.56 | 0.58 0.51 0.62 0.52 0.59 0.04 0.047858
Al 3.31 | 3.06 2.84 3.88 2.97 3.82 0.45 0.003125

*- Wilcoxon Matched Pairs Test

It is known, that liver carries out metabolism of carbohydrate, protein and fats. It synthesizes many
important substances needed by the body, such as cholesterol which is packaged in the cell membrane of
hepatocytes as an end product of metabolism, and then distributed to the body to be used. So, the necrosis
and damage in hepatocytes might cause the release of the cholesterol from the hepatocytes into the blood
stream (Santhosh et al., 2006). [6,13]. According to the results of our study, in patients who developed
insulin resistance during 30 days of ATT, the dynamics to increase of the total cholesterol at significant
level was observed. These changes were mainly due to increased levels of low density lipoproteins. The
median level of LDL has increased during the treatment from 2.42 mmol/L to 3.34 mmol/L and even
exceeded the norm (1.6 - 3.2 mmol/L). The median value of atherogenic index of plasma in the group of
IR-patients has also increased from 2.79 to 3.06 that confirms the development of dyslipidemia and is a
predictive indicator to atherosclerosis and coronary heart disease.

Also, in the group of patients who developed IR during 30 days of ATT, we revealed
statistically significant changes in the dynamics of liver markers (Fig.3). It is known, that alanine
aminotransferase (AIAT) is enzyme that synthesized intracellularly, and normally only a small part of
this enters to the bloodstream. When the liver is damaged, as a result of liver cells destruction, this
enzyme enters the bloodstream, which is detected during laboratory analysis.
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Fig.3 Dynamics of AIAT level in IR-patients during 30 days of antitubercular ttreatment (p = 0.00039,
Wilcoxon Matched Pairs Test)
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Prior to treatment AIAT level of our participants ranged from 18 IU/L to 42 IU/L and the
median was 22 IU/L. During the 30 days of treatment, we revealed that the median level of AIAT in
the group of IR-patients increased in 2 times — 42 TU/L (p<0.05) (min — 39 IU/L; max — 50 IU/L).
While in the group of patients who didn’t develop IR we did not reveal such significant changes
during the treatment: before treatment median level — 23 IU/L (min — 18 1U/L; max — 26 IU/L) vs after
30 days of ATT median level — 28 1U/L (min — 24 1U/L; max — 30 1U/L). We explain these changes by
hepatotoxicity of the first-line antituberculosis drugs: isoniazid, rifampicin and pyrazinamide, which
were included in the scheme of treatment.

Conclusions.

1. Newly-diagnosed patients with drug-susceptible pulmonary tuberculosis who developed
insulin resistance during the 30 days of antitubercular treatment have expressed metabolic changes, in
the form of impaired carbohydrate and lipid metabolism.

2. The pathogenetic basis of these changes may be an impairment of liver function, due to the
influence of first-line antitubercular drugs.
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