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THE EFFECT OF OMEGA-3 POLYUNSATURATED FATTY ACIDS ON AMBULATORY BLOOD

PRESSURE MONITORING PARAMETERS IN PATIENTS WITH TYPE 2 DIABETES MELLITUS
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BACKGROUND: Cardiovascular autonomic neuropathy (CAN) in type 2 diabetes mellitus (T2DM), which is characterized by
lesion of nerve fibers in parasympathetic and sympathetic nervous system is one of the leading causes of heart arrhythmias
and an independent risk factor for cardiovascular mortality in patients with T2DM. Therefore, the problem of effective treat-
ment of CAN is particularly relevant.

AIMS: To analyze the effect of long-chain polyunsaturated fatty acids (w-3 PUFAs) on ambulatory blood pressure monitoring
parameters in patients with T2DM and CAN.

MATERIALS AND METHODS: 36 patients with T2DM and confirmed CAN were divided into two groups. First group received
hypoglycemic therapy (n=15, control) for three months; patients in group 2 (n=21) in addition were administered 1 cap-
sule/q.d. of w-3 PUFAs for three month.

RESULTS: Treatment with w-3 PUFAs led to significant decrease of the diastolic blood pressure (DBP) (p<0,01), diastolic blood
pressure load (p<0,05), time index of DBP (p<0,05) during the day; DBP (p<0,05), diastolic blood pressure load (p<0,05), time
index of DBP (p<0,05), SD DBP (p<0,01) during the night (compared to the control group).

CONCLUSIONS: The study showed that prescription of w-3 PUFAs for three month was effective in decreasing diastolic
blood pressure and its parameters among patients with T2DM and CAN.
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BJIMAHUE OMETA-3 NOJIMHEHACDILWEHHbIX KUPHbIX KNCJIOT HA MAPAMETPbI
AMBYNATOPHOIO MOHUTOPUHIA APTEPUAJIbBHOIO AABJIEHUA Y NALMEHTOB
C CAXAPHbIM BUABETOM 2 TUINA U ABTOHOMHOW HEBPOMATUEI CEPALA

© B.A. Cepruerko', b.H. ManbkoBckuin?, J1.M. CeprueHko’, A.A. CeprueHko’

JIbBOBCKMI HaLMOHANbHbIV MEAULIMHCKNI YHUBepcUTeT M. JaHuna lanuukoro, JIbBOB, YKpaviHa
’HauwnoHanbHas MeMLMHCKas akaleMns NocneauniIomMmHoro obpasosanus um. MN.J1. Lynuka, Knes, YkpauHa

OBOCHOBAHMUE. [lnabeTnyeckaa aBTOHOMHas HeBponaTtua cepaua (JAHC) npu caxapHom guabete 2 trna (C[2) xapak-
Tepun3yeTca MopaXeHeM HEePBHbIX BOOKOH MapacvMMaTyYeckon U CUMMNaTUYeCKo HEPBHOW CUCTEMbI, ABIAETCA OQHOW
13 BeAyLMX MPUYMH CEPAEYHbIX apUTMUI 1 HE3aBUCHMbIM GaKTOPOM pUCKa CepAeUYHO-COCYANCTON CMePTHOCTU Y MaLeH-
ToB ¢ C12. Mo3Tomy npobnema spdektnsHoro neveHna JAHC ocobeHHO akTyanbHa.

LLEJIb. MpoaHann3npoBaTb BAUAHME SAVHHOLIENOYEYHbIX NMONIMHEHACBILEHHbIX XKUPHbIX KNCNOT (w-3 MNMHKK) Ha napameTpbl
amMbynaTopHOro MOHUTOPVIHIA apTepurasnibHOro faeneHmns y naunentos ¢ CA2 n JAHC.

METO/AbI. 36 nauymeHToB ¢ CA2 n nogTeepkaeHHon JAHC 6b11v pasgeneHsbl Ha 2 rpynnbl. MepBas rpynna nosyvana rumno-
rIVKeMUYeCKyto Tepanuio (N=15, KOHTPOJIb) B TeueHre 3 MeC; NauyeHTam BTOpOoW rpynnbl (N=21) ONONHUTENbHO Ha3Havanm
1 Kancyny/cyT npenapata w-3 MHXK B TeueHune 3 mec.

PE3YJIbTATbI. Vicnonb3oBaHne w-3 MNMHXXK conpoBoXganocb 3HaUNTENbHbIM CHUMKEHUEM AMACTONNYECKOTO apTepuanbHO-
ro gasnexusa (OALO) (p<0,01), nngekca nnowapm runeptoHnn QAL (p<0,05), nHaekca spemenun runeptoHnn OAL (p<0,05)
B TeueHune gHa; JAL (p<0,05), nHaekca nnowapu runeptoHun OAL (p<0,05), nHgekca spemerun runeptoHmm JAL (p<0,05),
cTaHgapTHoro oTknoHeHua JA[ (p<0,01)] B HOUYHble Yacbl (MO CPaBHEHMIO C KOHTPOMbHOW rpynnom).

3AKJTIOYEHUE. Mony4eHHble pe3ynbTaTbl CBUAETENIbCTBYIOT, UTO Ha3HaueHre w-3 MHXKK Ha npoTskeHnmn 3 mec 3pdeKTrBHO

BAUAET Ha CHMXeHue napameTpoB JALy 6onbHbix C2 n OAHC. @@@
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KJTKOYEBbIE CJIOBA: duabemuyeckas kapOuo8ackynspHas asmoHOMHAs Heliponamus; NOJIUHEeHACLIUEHHbIE XXUPHbIe KUCI0MbI; MOHUMO-

PpUHZ apmepuasnsHo20 0aseHus

The majority of patients with type 2 diabetes mellitus
(T2DM) are diagnosed with coronary heart disease (CHD)
due to coronary artery atherosclerosis. Metabolic alterations
in the myocardium are combined with early coronary
atherosclerosis. All these changes in the heart occur over
a prolonged duration of DM among middle aged and
elderly patients [coronary vessels affection, myocardium
changes, diabetic cardiovascular autonomic neuropathy
(CAN) and sclerotic arterial disease] are associated with the
term “diabetic heart” [1]. CAN in T2DM is one of the leading
causes of heart arrhythmias and an independent risk factor
for cardiovascular mortality in patients with T2DM [2, 3].
Therefore, the problem of effective treatment of CAN is
particularly relevant.Pathogenetictreatmentof CANincludes
balanced diet and physical activity; optimizing of glycemic
control; treatment of dyslipoproteinemia (DLP); correction
of metabolic abnormalities in myocardium; prevention and
treatment of thrombosis; use of aldose reductase inhibitors;
y-linolenic acid, acetyl-L-carnitine, antioxidants, use of w-3
and w-6 polyunsaturated fatty acids (w-3 and w-6 PUFAs),
vasodilators, fat-soluble vitamin B1 and others [4-6].

Arterial stiffening is caused by the loss of vascular
elasticity due to factors such as aging and atherosclerosis. It
depends on the structural properties of the arterial wall that
affect the manner in which pressure, blood flow, and arterial
diameter change within each heartbeat. Arterial stiffness
depends on the balance between extracellular proteins
and their distribution along the arterial wall. An increased
arterial stiffness is associated with hypertension (HT) and
it is an independent direct predictor of cardiovascular
events [7, 8]. Arterial stiffening characterizes aging and
several diseases related to increased cardiovascular risk such
as the metabolic syndrome, T2DM, HT, obesity and smoking.
Pulse wave velocity (PWV), a marker of arterial stiffness, can
be non-invasively estimated by the evaluation of waveforms
in the carotid and femoral or radial artery using certain
devices [9].

Meta-analysis of randomized and controlled human
clinical trials provides compelling evidence that
supplementation with long-chain omega-3 PUFAs offers a
scientifically supported means of reducing blood pressure
(BP) [10, 11]. However, research regarding the features of
w-3 and w-6 PUFAs in diabetic patients without diagnosed
CHD are scarce, and the results do not confirm their
effectiveness [12].

AIM

The aim of this study was to examine the effect of long-
chain w-3 PUFAs supplementation on ambulatory blood
pressure monitoring (ABPM) parameters in patients with
type 2 diabetes mellitus and cardiovascular autonomic
neuropathy.

METHODS
Study design

This was open-label comparative controlled randomized
study.

Inclusion criteria

Study inclusion criteria: age: 45-60 years old; T2DM with
optimal or suboptimal glycemic control; T2DM patients with
confirmed CAN; clinical stages of diabetic polyneuropathy;
BMIwithin20-30kg/m? consenttoobservethedietaryregime
with the limited use of foods containing saturated fatty acids
during the study; consent to maintain appropriate physical
activity.Theexamination excluded personswith uncontrolled
DM, ketosis, peripheral vascular diseases, ischemic form of
diabetic foot, distal neuropathy caused by other reasons
than diabetes (neurological disease, chronic alcoholism,
pharmalogical agents), neoplasms, hypothyroidism, history
of acute pancreatitis, affected activity of lipoprotein lipase
and/or DLP type lll, women during pregnancy and lactation,
patients with T1DM, hypersensitivity to the components
of the medicinal product. Treatment with antidepressants,
anticonvulsants, opiates, capsaicin, neuroleptic agents,
cytostatic agents, B group vitamins, benfotiamine, y-linoleic
acid, aldose reductase inhibitors, isotretinoin (accutane),
warfarin, antioxidants (including a-lipoic acid medications),
w-3 PUFAs for six months prior to the inclusion in the study
was also exclusion criteria. Patients suffering from severe
diseases of the heart, lungs, liver, pancreas and intestines
were also excluded from the study.

Research facilities

All patients were residents of the city of Lviv observed
by endocrinologist at the department of Endocrinology of
the Danylo Halitsky Lviv National Medical University based
on Lviv Regional State Clinical Treatment and Diagnostical
Endocrinological Center. On the basis of these institutions
patients were examined and treated.

Research duration

The study has been conducted for 2 years (2015-2017
years). Each patient examined before the beginning of the
study did not take w-3 PUFAs and was on stable regime
of hypoglycemic and antihypertensive treatment for 6
month. After CAN diagnosing w-3 PUFAs was prescribed to
patients from the treatment group according to the study
design. The treatment of the control group was unchanged.
The duration of the treatment period was 3 months. To
determine the metabolic and hypotensive effects of the
treatment the glycemic, lipids parameters and ABPM were
performed initially and after the end of treatment.

Medical procedure description

Examination plan included determination of glucose,
glycated hemoglobin Alc (HbAk), lipids in the blood,
Electrocardiography (ECG), five cardiovascular autonomic
reflex tests (CARTs), Holter-ECG and ABPM. All patients
underwent screening for CAN that included CARTs, in
addition time-domain and frequency-domain heart rate
variability tests were performed [4, 6]. The severity of
autonomous neuropathy was determined on the condition
that all five tests were performed. The results were
considered according to scores obtained in individual tests.
Physiological values were evaluated as "0" scores, borderline
values - as "0.5" scores, pathological values — as "1" score.
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The scores were summed up and the severity of autonomic
dysfunction was evaluated.

The standard hypoglycemic treatment of DM included
dietary regime, appropriate physical activity and oral
antihyperglycemic drugs. The therapy of the control
group lead unchanged during the treatment period. To
patients from treatment group 1 capsule/q.d. of the w-3
PUFAs in addition was prescribed for three months. The
capsule contains 1 g, including ~90 % w-3 PUFAs, mainly
eicosapentaenoic (EPA) and docosahexaenoic acids (DHA).

Methods for registration of outcomes

The concentration of glucose in the blood was
determined by the glucose oxidase method while HbA
was assessed using a highly sensitive method of ion-
exchange liquid chromatography with D-10 analyzer and
BIO-RAD reagents (USA). Lipid content was determined
using HUMAN (Germany) reagents at the semi-automatic
analyzer Humalyzer 2000. ECG results were analyzed using
a 12-channel electrocardiograph “UCARD-200" (UTAS,
Ukraine) and Holter-ECG [ECG “The EC-3H” (Labtech,
Hungary)]. In order to evaluate the BP profile and artery
stiffness parameters during the day and night ABPM using
the device TensioMedTM Arteriograph [monitor BP “ABPM-
04" (“Meditech,” Hungary) was performed. We investigated
the following parameters: average systolic BP (SBP), diastolic
BP (DBP), pulse BP, heart rate (HR) during the day, active
and passive periods, hourly rates; maximum and minimum
values of BP and HR at different times of day; BP indices;
variability (SD) of SBP, DBP; diurnal index (DI) of SBP and DBP;
indicators of “load pressure” [8, 13].

Primary study outcome

The antihypertensive effect of w-3 PUFAs, especially
significant decrease of the DBP parameters (including load,
time index and variability) during the day and night after 3
months of treatment.

Additional study outcomes

Metabolic efficacy of treatment was assessed by a reliable
decrease in triglycerides (TG) and increase of high density
lipoprotein cholesterol (HDL-C) after 3 months of w-3 PUFAs
prescription.

Ethical review

The work was done according to the principles of the
Declaration of Helsinki (2004) and was approved by an Ethics
Committee of the Danylo Halytsky Lviv Medical University,
protocol N2 2 from 18 February 2013. All subjects signed an
informed consent prior to their inclusion in the study. The
research performed corresponded to the generally accepted
norms of morality and observance of the rights, interests and
personal dignity of the persons participating in the study.

Statistical analysis

To compare repeated measurements (before and after
treatment) the Wilcoxon signed-rank test was used. A
comparison of the obtained data in the two groups was
carried out using the nonparametric Mann-Whitney test;
median (Me) and interquartile range (Q25-Q75) were used
for their description. The sample size was determined to
allow us to detect differences before and after treatment
between the groups with an effect size of 0.8 or more (power
0.8, alpha<0.05). Statistical significance was set at p<0.05. All
tests were performed using the ANOVA (MicroCal Origin v.
8.0) software.

RESULTS

Research sample (participants)

CAN was confirmed in 42 patients with median score of
2.84+0.32. All subjects were initially randomized in 1:1 ratio
and split into two groups: group 1 was recommended to
continue standard treatment (control group) and group
2 (treatment group) received in addition to standard

Table 1. Clinical characteristic of patients with type 2 diabetes mellitus and confirmed cardiovascular autonomic neuropathy

Patients with T2DM and confirmed CAN (n=36)

Parameter Control (group 1) Treatment (group 2)
n=15(100%) n=21(100%)
Age, years 56 [51; 59] 55[51; 58]
Males, n (%) 7 (46.7%) 9 (42.9%)
Females, n (%) 8 (57.1%) 12 (57.1%)

BMI, kg/m?

26.5[25.8;28.1]

27.2[25.8;28.5]

Duration of T2DM, years 41[2; 5] 41[2; 5]
Therapy

Metformin, n (%) 6 (40%) 9 (42.9%)

Metformin+sulfonylureas, n (%) 9 (60%) 12 (57.1%)

ACE inhibitors / ARB, n (%) 11(73.3 %) 15 (71.4%)

[-adrenergic receptor blockers, n (%) 4 (26.7%) 5(23.8%)

Ca**channel blockers, n (%) 1(6.7%) 2 (9.5%)

Aspirin, n (%)

13 (86.7%) 18 (85.7%)

Notes: the results are presented as median (Me) and interquartile range (Q25-Q75) and as %; No statistically significant differences were found. T2DM:
type 2 diabetes mellitus; CAN: cardiovascular autonomic neuropathy; BMI: body mass index; ACE inhibitors: angiotensin-converting-enzyme inhibitors;

ARB: angiotensin Il receptor blockers.
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Table 2. Changes of the fasting blood glucose, HbA1c, and lipid profiles in patients with type 2 diabetes mellitus and confirmed cardiovascular autonomic

neuropathy after 3-months of w-3 polyunsaturated fatty acids therapy

Patients with T2DM and confirmed CAN (n=36)

Control Treatment
Parameter Control (group 1) Treatment (group 2) (group 1) (group 2)
n=15 n=21 n=15 n=21
Baseline After treatment Baseline After treatment  After treatment After treatment
HbAk, % 7.31[6.5;7.7] 7.31[6.4;7.7] 6.9 [6.6; 7.5] 7.0[6.4;7.4] 7.31[6.4;7.7] 7.0[6.4;7.4]
:;:E?Lg'”mse’ 70[6.1;7.6]  70[6.1;74] 66[60;76]  66[6.0;7.8] 70[6.1;74]1  6.6[6.;7.8]
TC, mmol/L 6.4[5.8;7.3] 6.2 [5.7;6.4] 6.1[5.6; 6.8] 5.6[4.9;6.4] 6.2 [5.7;6.4] 5.6[4.9;6.4]#
TG, mmol/L 2.3[2.2;2.8] 2.1[2.0; 2.6] 2.41[2.3;2.6] 1.6 [1.4;1.8]*** 2.1[2.0; 2.6] 1.6 [1.4; 1.8]##
HDL-C, mmol/L 0.83[0.74;,0.91] 0.87[0.76;0.92] 0.78[0.7;0.86] 0.83[0.76;0.94]*** 0.87[0.76;0.92] 0.83 [0.74;0.94]
LDL-C, mmol/L 4.5[4.1;5.0] 4.4 [3.5;4.8] 4.4 [3.6;4.8] 3.8[2.9;4.4] 4.4[3.5;4.8] 3.8[2.9;4.4]#

Notes: the results are presented as median (Me) and interquartile range (Q25-Q75); p: value: p<0.001*** compared to baseline; p<0.05#, p<0.01##
compared to data of control group, obtained after treatment. T2DM: type 2 diabetes mellitus; CAN: cardiovascular autonomic neuropathy; HbA, : glycated
hemoglobin Alc; TC: total cholesterol; TG: triglycerides; HDL-C: high density lipoprotein-cholesterol; LDL-C: low density lipoprotein cholesterol; ARB:

angiotensin Il receptor blockers.

Table 3. Changes of the systolic blood pressure parameters during the day in patients with type 2 diabetes mellitus and confirmed stage of cardiovascular
autonomic neuropathy after 3-months of w-3 polyunsaturated fatty acids therapy

Patients with T2DM and confirmed CAN (n=36)

Control Treatment
Control (group 1) Treatment (group 2)
Parameter 9rotp group (group 1) (group 2)
n=15 n=21 n=15 n=21
Baseline After treatment Baseline After treatment  After treatment After treatment

SBP, mm Hg 152 [146; 158] 150 [144; 158] 153 [148; 154] 150 [145; 152] 150 [144; 158] 150[145; 152]
::s]dH(;f/iBR 194 [148; 216] 174[102;202] 156[138; 248] 149[132; 213] 174 [132; 202] 149[132; 213]
Time index 74 [68; 84] 75 [60; 80] 78 [62; 82] 72 (58; 79] 75 [60; 80] 72 (58; 79]
of SBP, %
SD of SBP, . . . . . .
mm Hg 17 [15;19] 16 [15; 18] 18 [14; 19] 16 [15; 19] 16 [15; 18] 16 [15; 19]

Notes: the results are presented as median (Me) and interquartile range (Q25-Q75); No statistically significant differences were found. T2DM: type 2
diabetes mellitus; CAN: cardiovascular autonomic neuropathy; SBP: systolic blood pressure; SD: standard deviation.

treatment 1 capsule/q.d. of w-3 PUFAs. Six patients were
lost to follow-up and the final sample size was 36 patients
with T2DM and confirmed CAN comprising 15 patients
in control group and 21 subjects in treatment group.
Patients were aged between 50-59 yr., with median BMI
27.1+0.32 kg/m? and had disease duration between 1-6 yr.
and HbA, _level of 7.1£0.5%. Metformin was used in 41.7%
of patients and combination of oral hypoglycemic agents
(metformin+sulfonylureas) was prescribed to 58.3%. 86.1%
patients had history of arterial hypertension, among them
83.9 % used angiotensin-converting-enzyme inhibitors
or angiotensin Il receptor blockers, 29.0% - (-adrenergic
receptor blockers and 9.7% - Ca?**-channel blockers. All
patients were treated with atorvastatin in daily dose 10
mg, the treatment was stable during six month before
the initiation of the study and all treatment period. No
differences were found for age, sex distribution, BMI,
duration of the disease, hypoglycemic, antihypertensive,
lipid-lowering therapy which made them as homogeneous
as possible. The hypoglycemic, antihypertensive and lipid

lowering therapy was stable during six months before
inclusion to the study and remained unchanged during the
whole period of investigation.

Clinical characteristic of the patients is presented in table 1.

Primary findings

We found out that in the control group the baseline
levels of HbA, , fasting glucose and lipids profile in blood
after three months do not present statistically significant
differences. It was established that w-3 PUFAs do not
contribute to statistically significant changes in such
parameters as HbA, and glycemia. During the w-3 PUFAs
treatment statistically significant decrease in the levels of TG
(p<0.001)and anincrease in HDL-C (p<0.001) were observed;
no effect on TC and LDL-C content was detected. Compared
to the data, obtained in the control group more pronounced
decrease in TC (p<0.05), TG (p<0.01) and LDL-C (p<0.05) was
found. Changes of the fasting blood glucose, HbAk, and
lipid profiles in patients with T2DM and confirmed CAN after
3-months of w-3 PUFAs therapy are given in table 2.
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Table 4. Changes of the diastolic blood pressure parameters during the day in patients with type 2 diabetes mellitus and confirmed cardiovascular
autonomic neuropathy after 3-months of w-3 polyunsaturated fatty acids therapy

Patients with T2DM and confirmed CAN (n=36)

Control Treatment
Control (group 1) Treatment (group 2)
Parameter 9rotp group (group 1) (group 2)
n=15 n=21 n=15 n=21
Baseline After treatment Baseline After treatment  After treatment After treatment

DBP, mm Hg 99 [96; 102] 99 [95; 100] 95 [90; 98] 90 [85; 93]** 99 [95; 100] 90 [85; 93]4##
Load of DBF, 134(88;156]  122[80;142] 102[86;134]  86[70; 1121  122[80;142] 86 [70; 112}#
mm Hg/h
Time index 72 [60; 82] 70 [60; 79] 75065;78] 62 [56; 70]*** 70 [60; 79] 62 [56; 70]#
of DBP, %
SD Of DBP’ . . . . *%¥ . .
mm Hg 15[13; 16] 13[12;17] 16 [15;17] 14[11;15] 13[12;17] 14[11;15]

Notes: the results are presented as median (Me) and interquartile range (Q25-Q75); p: value: p < 0.01**, p < 0.001*** compared to baseline; p < 0.05#, p
< 0.01## compared to data of control group, obtained after treatment.T2DM: type 2 diabetes mellitus; CAN: cardiovascular autonomic neuropathy; DBP:

diastolic blood pressure; SD: standard deviation.

Table 5. Changes of the systolic blood pressure parameters during the night in patients with type 2 diabetes mellitus and confirmed cardiovascular
autonomic neuropathy after 3-months of w-3 polyunsaturated fatty acids therapy

Patients with T2DM and confirmed CAN (n=36)

Control Treatment
Control (group 1) Treatment (group 2)
Parameter 9rotp group (group 1) (group 2)
n=15 n=21 n=15 n=21

Baseline After treatment Baseline After treatment  After treatment After treatment
SBP, mm Hg 138[128; 142] 133[125;144] 136[130; 150] 132[128; 150] 133 [125; 144] 132[128; 150]
Load of SBF, 184[132;196] 174[102;198] 178[112:224] 156[116;202]  174[102;198] 156 [116; 202]
mm Hg/h
Time index 54 [42; 68] 52 [40; 60] 56 [45; 90] 50 [41; 84] 52 [40; 60] 50 [41; 84]
of SBP, %
SD of SBP, . . . . . .
mm Hg 15[14;17] 15[13; 16] 14[13; 18] 14[12;17] 15[13; 16] 14[12;17]
DI, SBP, % -10[-13;-8] -11 [-14; -8] -10[-14; -2] -121[-17;-1] -11 [-14; -8] -121[-17;-1]

Notes: the results are presented as median (Me) and interquartile range (Q25-Q75); No statistically significant differences were found. T2DM: type 2
diabetes mellitus; CAN: cardiovascular autonomic neuropathy; SBP: systolic blood pressure; SD: standard deviation; DI: diurnal index.

Changes of SBP and DBP parameters during day and
night in patients with T2DM and confirmed CAN after
3-months of w-3 PUFAs therapy are given in tables 3-6.

Prescription of w-3 PUFAs to patients with T2DM and
confirmed CAN was associated with significant decrease of
the DBP (p<0.01), load of DBP (p<0.05), time index of DBP
(p<0.05) during the day; DBP (p<0.05), load of DBP (p<0.05),
time index of DBP (p<0.05), SD DBP (p<0.01) during the
night compared to the data, obtained in the control group.
Generally treatment was well tolerated, no serious adverse
events were fixed. The adverse event, namely mild taste
distortion occurred in one patient from treatment group.

DISCUSSION

Thus, our results enabled us to analyze the effectiveness
of the long-chain w-3 PUFAs on ABPM parameters in
patients with T2DM and confirmed CAN. In accordance
with International recommendations circadian fluctuations
during ABPM are evaluated by the degree of its night-time

reduction, the so-called “sleep-time relative BP decline” [14].
Depending on the value of this index 4 types of circadian
blood pressure profile are distinguished: “dippers”-
physiological decrease in BP during the night - sleep-time
relative BP decline 10-20%; “overdippers”- an excessive fall
in BP at night, sleep-time relative BP decline >20%; “non-
dippers”- the lack of BP reduction at night, sleep-time
relative BP decline <10%; “night-peakers”- night-time BP
more than during daily activity, sleep-time relative BP decline
<0 [14]. The cardiovascular risk and HT prognosis in the vast
majority of cases is assessed taking into account only the
SBP daily profile [9]. However, DBP is an important predictor
of HT outcomes and successful BP control and its daily
fluctuations may have clinical and prognostic significance in
patients with HT too. A complete chronobiological analysis
of BP using ABPM provides dynamic information about the
BP level, which allows optimizing the drugs administration,
taking into account the individual BP daily profile [15].

The role of practicable increases in consumption of the
long-chain w-3 PUFAs in HT prevention is promising but
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Table 6. Changes of the diastolic blood pressure parameters during the night in patients with type 2 diabetes mellitus and confirmed cardiovascular
autonomic neuropathy after 3-months of w-3 polyunsaturated fatty acids therapy

Patients with T2DM and confirmed CAN (n=36)

Control Treatment
Control (group 1) Treatment (group 2)
Parameter 9rotp group (group 1) (group 2)
n=15 n=21 n=15 n=21
Baseline After treatment Baseline After treatment  After treatment After treatment

DBP, mm Hg 90 [86; 94] 88 [80; 92] 89 [84; 100] 78 [71;90]*** 88 [80; 92] 78 [71;901#
Load of DBP, . . . . . .
mm Hg/h 821[69; 88] 76[52;921  761[56;96] 54 [34; 76] 76152921  54[34; 76#
Time index 58 [49; 67] 58 [46; 66] 62[45;74] 50 [40; 55]*** 58 [46; 66] 50 [40; 55]#
of DBP, %
SD Of DBP’ . . . . *X% . .
mm Hg 14[12;16] 13[12;17] 14[11;16] 10[9; 13] 13[12;17] 10 [9; 13]##
DI, DBP, % -11[-13;-8] -11 [-14; -7] -9 [-13;-1] -11[-17;-0] -11[-14; -7] -11[-17;-0]

Notes: the results are presented as median (Me) and interquartile range (Q25-Q75); p: value: p<0.05*, p<0.001*** compared to baseline; p<0.05#,
p<0.014## compared to data of control group, obtained after treatment. T2DM: type 2 diabetes mellitus; CAN: cardiovascular autonomic neuropathy; DBP:

diastolic blood pressure; SD: standard deviation; DI: diurnal index.

understudied. In the current analyses of mid-life adults not
taking antihypertensive medications or fish oil supplements,
higher serum phospholipid DHA was associated with lower
clinic or resting DBP and also with lower 24 hour DBP.
Furthermore, a higher serum DHA was associated with lower
clinic pulse rate whereas serum EPA was associated only with
clinic pulse rate. At the same time, the results of a double-
blind, placebo-controlled clinical trial on patients with T2DM
who received either 2 g/q.d. w-3 soft gel or 2 g/q.d. placebo
for 6 wks had no significant effect on SBP and DBP [16, 17].

Thereasons forarterial stiffness parametersimprovement
with the use of w-3 PUFAs can be related to the hypotensive,
anti-inflammatory, and antioxidative effects of these fatty
acids, as well as to their ability to improve endothelial cell
function. Pase et al. (2015) [11] summarized in a systematic
review the effect of w-3 PUFAs supplementation on PWV
and other indexes of arterial stiffness. Ten trials met the
inclusion criteria with 550 participants randomized to take
a dose of w-3 PUFAs ranging from 0.64 to 3.00 g/q.d. or
placebo for a period of 6-105 wks. Studies involved healthy
subjects and patients with overweight, DM, HT, and DLP.
The treatment with w-3 PUFAs improved arterial stiffness
and the effect was independent of changes in BP, HR, or
BMI. Neither significant heterogeneity nor publication bias
was detected. The same author showed recently in a new
larger randomized controlled trial on healthy subjects that
a high dose of fish oil (6 g/g.d.) but not a low dose (3 g/q.d.)
could reduce aortic pulse pressure and augmentation index,
two indirect measures of central BP and arterial stiffness,
respectively [11].

Additional evidence of the beneficial effect of w-3 PUFAs
on the vascular structure comes from the inverse association
between w-3 PUFAs intake and the cross-sectional diameter
of arteries. It was demonstrated that a larger brachial artery
diameter is a significant independent predictor of future
cardiovascular events [9]. Accordingly, other authors have
reported an inverse association between the brachial artery
cross-sectional diameter and the consumption of fish or the
concentration of circulatory w-3 PUFAs. It was demonstrated
that the membrane content of w-3 PUFAs is directly

associated with the extent of the vasodilatory response to
sublingual nitrate administration, supporting the evidence
of a beneficial effect of these fatty acids on the vascular
wall [9].

Omega-3 PUFAs decrease level of BP, dose-dependently
prevent the development of diabetes, insulin resistance
(IR), improve the sensitivity of platelets to ADP and
collagen, contribute to positive changes in the parameters
of coagulation, endothelial cells migration, enhance and
inhibit the proliferation of smooth muscle cells [7].

Others have posited that w-3 PUFAs may reduce the
risk of cardiovascular diseases through antiarrhythmic,
antithrombogenic, hypotensive, anti-inflammatory,
hypotriacylglycerolaemic, endothelial nitric oxide (NO)-
stimulating and atherosclerotic plaque growth-inhibiting
mechanisms. The findings of this study reveal that the
cardioprotective effects of w-3 PUFAs may also be explained
by the ability of w-3 PUFAs to reduce arterial stiffness [16].

Analysis of experimental and clinical studies proves
that w-3 PUFAs inhibit the absorption of cholesterol in the
intestine and its synthesis in the liver, lead to increasing
the clearance of lipoproteins in the blood, prevent the
development of IR in experimental diabetes, raise levels
of glucose transporters GLUT4 mitochondrial RNA skeletal
muscles, have a positive effect on the indirect age slowing
of blood flow in the brain and improve utilization of glucose
in hypertensive rats under stress, there is no influence on the
development of hypertension and obesity [7].

The influence of w-3 PUFAs on the dynamics of
metabolism is probably caused by their effects on IR, glucose
homeostasis and lipid metabolism (improvement of the
lipid profile in patients with T2DM and DLP). In addition, w-3
PUFAs moderately reduce BP, improve endothelial function,
reduce proinflammatory state and improve antioxidant
protection [12,7]. Effective influence of w-3 PUFAs on the
dynamics of metabolism is probably due to their effects on
IR and glucose homeostasis (IR reduces in the muscle >fat
>>liver); inhibition of insulin secretion; lipid metabolism
(improves the lipid profile in patients with T2DM and DLP);
moderately reduces of BP, improves endothelial function,
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reduces proinflammatory state and improves antioxidant
protection [12, 71.

We previously reported that the use of w-3 PUFAs, which
contains a one capsule ~90% w-3 PUFAs, mainly EPA and
DHA in treatment of patients with T2DM and CAN improved
the general condition of the patients. The evaluation of a
vegetative condition (questionnaire Wayne): sum of score
was decreased significantly, positive changes of temporal
and spectral parameters of HR variability, corrected QT
interval was observed; the increasing of the period of
inactivity platelet aggregation, inhibition of the first phase
aggregation, the decreasing of their hyperactive state, the
tendency to normalization of the status of prostacyclin 12-
thromboxane A2 system was determined [7]. Prescription
of w-3 PUFAs contributed to significant decrease of mean
DBP avg., time index of HT DBP, diastolic HT area index
and variability of DBP during the day and night hours and
was followed by a tendency to a low pulse pressure. The
combination of the positive influences of w-3 PUFAs on
content of the N-terminal prohormone of brain natriuretic
peptide, certain lipids in the blood, and also noted earlier
moderate hypotensive effects of w-3 PUFAs demonstrates
the feasibility of their use in complex treatment of patients
with T2DM and CAN [17, 71.

Omega-3 PUFAs modulate the parasympathetic and
sympatheticinteraction through observed changein HR and,
in murine models, w-3 PUFAs increase dopaminergic activity
to reduce sympathetic tone. Prior research has implicated
impaired baroreflexes in HT both in the young and in the
elderly, and w-3 PUFAs may ameliorate this abnormality.
Autonomic modulation of BP is further supported by
our observation that pulse rate measured in the seated
position, an index of resting autonomic tone, accounting
for a substantial portion of the DHA-BP association. Finally,
rodents fed diets deficient in w-3 PUFAs often develop high
BP and do so specifically when consuming relatively large
amounts of casein-based protein [18, 7].

Current literature suggests a range of mechanisms
through which w-3 PUFAs may affect BP, including but
not limited by: a) interacting with the NO pathway and
endothelial function, b) lowering vascular tone via blockade
of the angiotensin pathway, c) inhibition of thromboxane
production and thromboxane-induced vasoconstriction,
and d) modulating autonomic tone. Evidence of effects
on these pathways tends to be greater for DHA than
EPA [18, 7].

The public health importance of w-3 PUFAs consumption
would be substantial if, as opposed to “pharmacologic
dosing,” normative variability in dietary intake of EPA, DHA,
or both were found to affect BP. If that were the case, modest
diet modifications might represent a practicable means of
preventing or treating HT [18,19].

We have to acknowledge that the majority of patients
studied in the both groups received antihypertensive and
all of them received lipid-lowering treatment. However, the
use of antihypertensive medications and its regimens were
not different between the groups either at the baseline or
during the study period without changes within the study

period and systolic and diastolic BP did not differ between
the groups at the baseline which allow us to suggest that
the changes of blood pressure observed in the treatment
group were attributed to omega-3 PUFAs and not by actions
of antihypertensive medications. The results of our study
suggest that prescription of w-3 PUFAs was associated with
decrease in TG and increase of HDL-C levels. It is fair to note
the lack of achievement of the lipid-lowering therapy targets,
which confirm the necessity of more early and aggressive
up- titration of statins.

On the basis of analysis of the results obtained in
our study, we concluded that prescription of w-3 PUFAs
contributed to significant decrease of mean DBP, time
index, load and variability of DBP pressure. For the latter
group, these results are particularly significant, because
previously such studies have not been conducted among
patients with CAN. The major limitations of our study are
small study population and relatively short duration. Further
investigations aimed to establish the influence of w-3 PUFAs
on dynamics of independent CARTs, Holter-ECG, ABPM,
arterial wall stiffness parameters among patients with T2DM
and CAN with longer duration and larger study population
are necessary.

CONCLUSIONS

Prescription of w-3 PUFAs was associated with
improvement of ABPM, namely the decrease of diastolic
blood pressure, variability, load and time index of DBP was
achieved after 3 months of w-3 PUFAs administration.The
mild antihypertensive effect of proposed treatment was
not associated with improved glycemic control, but is rather
the result of its action on the vascular wall, hypolipidemic
properties, improvement of endothelial function and arterial
wall elastic properties. Taking into account the small study
population, relatively short study duration and ambiguous
data presented in scientific literature, further work with
larger sample size and duration aimed to investigate the
influence of w-3 PUFAs on dynamics of independent CARTSs,
Holter-ECG, ABPM, arterial wall stiffness parameters may
provide evidence for hidden therapeutic potential of w-3
PUFAs and its potential properties for diabetic autonomic
neuropathy.
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