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Abstract. Acute coronary syndrome (ACS) is a serious clinical manifestation of coronary artery disease and is
the major cause of morbidity and mortality worldwide. Established, that ACS and sudden death cause most IHD-related
deaths, which represent 1.8 million deaths per year, with similar numbers of men and women dying from CAD. It is
estimated that nearly half of patients with acute coronary syndrome (ACS) have one or more comorbid conditions,
which have been linked to poor prognosis. The complexity of clinical decision-making in the presence of multiple
comorbidities and the lack of explicit guidelines has been linked to poorer adherence to treatment protocols and worse
outcomes for ACS patients. Under-usage of medication and standard-of-care procedures due to the unknown effects of
certain therapies for patients with multiple comorbidities (e.g. percutaneous coronary interventions, dual antiplatelet
therapy) and worse in-hospital and one year outcomes as well as increased mortality rates have been reported in ACS
patients with multiple co-morbidites.

Trimetazidine is a second-line medication for treatment stable angina and microvascular angina in European
and national guidelines. The efficacy and safety of trimetazidine in ACS patients are under investigation.

The purpose of research: to assess the short-term potential benefits and safety of trimetazidine added to
standard evidence-based medical treatment in patients with ACS and co-morbidities: arterial hypertension and/or 2 type
diabetes mellitus.

Materials and Methods. We observed of 184 patients with ACS with arterial hypertension (AH) and / or 2
type diabetes (DM). The diagnosis was verified by laboratory and instrumental methods according to European Society
of Cardiology guidelines (2017, 2020) [10, 11]. All patients were divided into four groups: 1% group - 42 patients with
ACS without AH or DM; 2™ group — 56 patients with ACS and previous AH; 3™ group — 42 patients with ACS and 2
type DM; and 4" group — 44 patients with ACS and AH and DM. Due to the treatment strategy patients from each
group were divided into 2 subgroups: a — with guidelines-recommended therapy (GRT) and b — with GRT and trimeta-
zidine (TMZ) 35 mg twice a day. The following laboratory tests were performed, in our trial: blood glucose, HbAlc,
serum urea, serum creatinine, total cholesterol, low-density lipoprotein (LDL) cholesterol, high-density lipoprotein
(HDL) cholesterol, triglyceride, serum sodium, serum potassium, CRP, cardiac troponin I, NT-proBNP.

Results. The mean age of all observed patients with ACS was 64.6+11.9 years; 93 (50.5%) were males and 91
(49.5%) females among them (see table 1). ACS without persistent ST segment elevation was diagnosed in 44 (23.9%)
cases; instead ACS with persistent ST segment elevation — in 140 (76.1%) cases. In all trimetazidine treatment groups,
the weekly frequency of angina symptoms showed the significant reductions at 28-day visit compared with baseline
(p<0.05). Similar, the short-acting nitrate consumption was significant low during the course of treatment with
trimetazidine (p<0.05). Additional prescription of trimetazidine had significant effects for decrease of glucose, LDL
cholesterol, CRP and NT-proBNP levels in patients with ACS and co-morbidities. Any serious adverse events were
detected in the trimetazidine groups or in the placebo groups.

Conclusions. Additional prescription of trimetazidine has significant effects for decrease of glucose, LDL cho-
lesterol, CRP and NT-proBNP levels in patients with ACS and arterial hypertension and/or 2 type diabetes mellitus and
has good safety.

Keywords: acute coronary syndromes, hypertension, diabetes mellitus, trimetazidine.

Introduction. Acute coronary syndrome (ACS)
is a serious clinical manifestation of coronary artery
disease (CAD) and is the major cause of morbidity and
mortality worldwide. Established, that ACS and sudden
death cause most IHD-related deaths, which represent 1.8
million deaths per year, with similar numbers of men and
women dying from CAD [1].

It is estimated that nearly half of patients with
acute coronary syndrome (ACS) have one or more
comorbid conditions, which have been linked to poor
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prognosis. The complexity of clinical decision-making in
the presence of multiple comorbidities and the lack of
explicit guidelines has been linked to poorer adherence to
treatment protocols and worse outcomes for ACS patients
[2]. Under-usage of medication and standard-of-care
procedures due to the unknown effects of certain
therapies for patients with multiple comorbidities (e.g.
percutaneous coronary interventions, dual antiplatelet
therapy) and worse in-hospital and one year outcomes as




well as increased mortality rates have been reported in
ACS patients with multiple co-morbidites [3].

In the past decades, diagnostic and therapeutic
strategies for these patients have substantially improved.
This includes faster and more accurate diagnostic
algorithms, which are based on high-sensitivity cardiac
troponin; improved therapeutic options, as modern drug-
eluting-stents, potent P2Y12 inhibitors and lipidlowering
drugs [3].

Rationale for the research. Trimetazidine (1-
(2,3,4-trimethoxybenzyl) piperazine) is a cellular anti-
ischemic agent with selectively inhibition of the final
enzyme of the fatty acid oxidation pathway 3-
ketoacylcoenzyme A thiolase activity. Administration of
this drug leads to a switch in preference of the energy
substrate, resulting in partial inhibition of fatty acid
oxidation and increased glucose oxidation [4]. Several
clinical trials had shown that trimetazidine has cardio-
protective effects in the setting of myocardial ischemia.
This drug exerts no effect on coronary flow, contractility,
blood pressure, or heart rate; it has no significant negative
inotropic or vasodilatory properties at rest or during
exercise; therefore, it can be excellently combined with
conventional pharmacotherapy of CAD [5].

Trimetazidine is a second-line medication for
treatment stable angina and microvascular angina in Eu-
ropean and national guidelines. The meta-analysis of
trimetazidine in angina pectoris included 23 studies with
1378 patients involved was shown to reduce by about
40% the mean number of weekly angina attacks
compared with placebo [-1.44 (95% CI. —2.10 to
—0.79)]; reduce of the weekly consumption of
nitroglycerin tablets [—1.47 (95% CI. —2.20 to —0.73)]
and increased the exercise time to 1-mm ST-segment
depression [0.32 (95% CI: 0.15-0.48)]. These modest
benefits were apparent independently of whether
trimetazidine was given as monotherapy or combined
with another antianginal agent [6].

Other meta-analysis of 11 randomized controlled
trials was shown that trimetazidine can significantly
improve left ventricular ejection fraction (LVEF) [6.88%
(95% CI: 5.50 to 8.25)], reduce left ventricular end-
systolic volume [11.58 mL (95% CI: 5.79 to 17.37)], and
wall motion score index [0.23 (95% CI: 0.07 to 0.38)]
[7].

In elderly patients with multivessel coronary
heart disease and diabetes mellitus after drug-eluting
stent implantation and on 2-year follow-up, trimetazidine
showed significant improvements in the incidence
(p=0.024) and severity of angina pectoris, compared with
the control group, as well as silent myocardial ischemia
(p=0.009) and angina pectoris free survival (p=0.011).
LV function and structure in trimetazidine-treated
patients were relatively stable at 2-year follow-up,
whereas they deteriorated in the control group with a
significant difference between groups (all p<0.01) [8].

In small prospective trial the oral trimetazidine
usage in diabetic patients receiving thrombolytic therapy
for anterior wall ST-segment elevation myocardial infarc-
tion (STEMI) was associated with less myocardial
damage, earlier successful reperfusion, improvement of
LVEF and less cardiac adverse events [4]. In other hand,
the newest randomised, double-blind, placebo-controlled,
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event-driven trial of trimetazidine added to standard
background therapy in patients who had undergone
successful PCI at 365 centres in 27 countries across
Europe, South America, Asia, and north Africa showed
that the routine use of oral trimetazidine 35 mg twice
daily over several years in patients receiving optimal
medical therapy, after successful PCI, does not influence
the recurrence of angina or the outcome; these findings
should be taken into account when considering the place
of trimetazidine in clinical practice [9].

The purpose of research: to assess the short-
term potential benefits and safety of trimetazidine added
to standard evidence-based medical treatment in patients
with ACS and co-morbidities: arterial hypertension
and/or 2 type diabetes mellitus.

Materials and Methods. We observed of 184
patients with ACS in period from 1 January 2020 to 30
December 2020, which were hospitalized at Ivano-
Frankivsk Regional Cardiology Center or Ivano-
Frankivsk Central City Hospital (Ukraine). The diagnosis
was verified by laboratory and instrumental methods
according to European Society of Cardiology guidelines
(2017, 2020) [10, 11]. All patients were divided into four
groups: 1% group - 42 patients with ACS without AH or
DM; 2 group — 56 patients with ACS and previous AH;
3" group — 42 patients with ACS and 2 type DM; and 4"
group — 44 patients with ACS and AH and DM.

Due to the treatment strategy patients from each
group were divided into 2 subgroups: a — with guidelines-
recommended therapy (GRT) and b — with GRT and
trimetazidine (TMZ) 35 mg twice a day. No significant
difference in baseline characteristics between patients
groups was observed (table 1). The following laboratory
tests were performed, in accordance with applicable
protocols, at visit one (patient’ admission) and visit at 28
day after ACS onset: blood glucose, HbAlc, serum urea,
serum  creatinine, total cholesterol, low-density
lipoprotein (LDL) cholesterol, high-density lipoprotein
(HDL) cholesterol, triglyceride, serum sodium, serum
potassium, CRP, cardiac troponin I, NT-proBNP.

The research was performed in accordance with
the Helsinki Declaration and Good Clinical Practice
Guideline. The research was approved by the local ethics
committee and written informed consent was obtained
from all patients. Categorical variables are presented as
percentages, whereas continuous variables are presented
as mean (M) and standart error of mean (m) if normally
distributed, or as median and interquartile range (Me
[IQRY]), if not. Categorical variables were compared by
the % test and continuous variables by the t test or the
Mann—Whitney U test. A p value of <0.05 was consid-
ered statistically significant. All tests were 2-sided. Anal-
yses were performed with Statistica system software,
version 12.0.

Results. The mean age of all observed patients
with ACS was 64.6£11.9 years; 93 (50.5%) were males
and 91 (49.5%) females among them (see table 1). ACS
without persistent ST segment elevation was diagnosed in
44 (23.9%) cases; instead ACS with persistent ST seg-
ment elevation — in 140 (76.1%) cases. The mean
duration of time interval from the onset of heart attack
symptoms to admission in emergency unit was
02:23°(02:07’) (h:m [SD]).

2 (18) xBiTeHb-uepBenb, 2021 21



ISSN 2521-1455 (Print)
ISSN 2523-4250 (Online)

«Art Qf Medicine»

2 (18) xBiTeHb-yepBeHb, 2021

S0°0< 8d-td

S0°0< 8d-od S0°0< Ld-od

S0°0< 8d-¢d S0°0< Ld-sd S0°0< 9d-¢d

S0°0< 8d-vd S0°0< Ld-vd $0°0< 9d-vd S0°0< sd-vd

S0°0< 8d-¢d S0°0< Ld-¢d $0°0< 9d-¢d S0°0< sd-¢d S0°0< rd-¢d

S0°0< 8d-ed S0°0< Ld-ed $0°0< 9d-ed S0°0< sd-ed $0°0< rd-ed S0°0< td-ed

S0°0< 8d-1d S0°0< Ld-1d S0°0< od-1d S0°0< sd-1d S0°0< rd-1d S0°0< td-1d S0°0< @d-1d

(%%$779) ST (%L99) ¥1 (%%0°0L) ¥1 (%%7°89) ST (%%5°59) 61 (%L99) ST (%1°6S) €T | (%0°59) €1 (%) u“1Dd
S0°0< 8d-td

S0°0< 8d-od S0°0< Ld-od

S0°0< 8d-¢d S0°0< Ld-¢d S0°0< 9d-¢d

S0°0< 8d-vd S0°0< Ld-vd $0°0< 9d-vd S0°0< sd-+d

S0°0< 8d-¢d S0°0< Ld-¢d $0°0< 9d-¢d S0°0< sd-¢d $0°0< rd-¢d

S0°0< 8d-ed S0°0< Ld-ed $0°0< 9d-ed S0°0< sd-ed $0°0< rd-ed S0°0< td-ed

S0°0< 8d-1d S0°0< Ld-1d S0°0< od-1d S0°0< sd-1d S0°0< rd-1d S0°0< td-1d S0°0< @d-1d

?\om.wwﬂ (%29L) 91 (%%0°SL) ST (%ELL) LT (%L°SL) TT (%8°LL) 1T (%L TL) 9T | (%0°SL) ST | (%) U ‘TINALS
G0'0< 8d-L

S0°0< 8d-od S0°0< Ld-od

S0°0< 8d-¢d S0°0< Ld-sd S0°0< 9d-¢d

S0°0< 8d-vd S0°0< Ld-vd $0°0< od-vd S0°0< sd-vd

S0°0< 8d-¢d S0°0< Ld-¢d S0°0< od-¢d S0°0< sd-¢d S0°0< rd-¢d

S0°0< 8d-ed S0°0< Ld-ed $0°0< od-ed S0°0< sd-ed S0°0< rd-ed S0°0< td-ed

S0°0< 8d-1d S0°0< Ld-1d S0°0< od-1d S0°0< sd-1d S0°0< rd-1d S0°0< td-1d S0°0< @d-1d

(%7T8) Tl (%P9 11 (260°09) 01 (%60°09) T1 (%L'1S) ST (%1°8Y) €1 (%%9°SY) 0T | (%0°SS) 1T | (%) U ‘SS[eN
S0°0< 8d-td

S0°0< 8d-od S0°0< Ld-od

S0°0< 8d-¢d S0°0< Ld-sd S0°0< 9d-¢d

S0°0< 8d-vd S0°0< Ld-vd $0°0< 9d-+d S0°0< sd-+d

S0°0< 8d-¢d S0°0< Ld-¢d $0°0< 9d-¢d S0°0< sd-¢d $0°0< rd-¢d

S0°0< 8d-ed S0°0< Ld-ed $0°0< 9d-ed S0°0< sd-ed $0°0< rd-ed S0°0< td-ed

S0°0< 8d-1d S0°0< Ld-1d S0°0< od-1d S0°0< sd-1d S0°0< rd-1d S0°0< td-1d S0°0< @d-1d

1'ZIF€'99 ' 11FE$9 1'CIFES9 ' 01F6°€9 8 11¥9°99 ' TIFI'S9 CIIF6V9 | STIFLE9 S1894 08y
cz=u 0Z=u 67=u =u
‘ZINI+LID [Z=U ‘14D “ZINL+LYD = LID “ZINL+LYD LT=U1LID ZINL+LED | 07=U ‘194D

pp=u
‘WA/HV+SIV P sjudned Tr=U ‘NA+SOV P sjudned | 96=U ‘HY+SIV PIm sjudned Tr=U ‘SOV YA sjusned
._ww~H: th< Qﬁa maﬂoﬁmm .Hogbgmumm

SOV YA Judned Jo SINSLIIBIRYD [RIUI]D dUI[Iseg

1 3Iq.L

22



ISSN 2521-1455 (Print)
ISSN 2523-4250 (Online)

«Art of Medicine»

19SUO SOV 0L YOOM ;87 — ST UOISSTUWIPE 18 USIA — [(T :3JON

100°0>d% 100°0>d 100°0>d 100°0>d
84'6¢-V 10°0>4°% 68°02- V % €0°9¢- V 10°0>d ‘% 8€°9Z- v % 79'9¢-V 100>d % 19°LT-V % LTYE-V 10°0>4d ‘% SyvT- v
1T V1F6¥ 20€ 6T E1F8L 69€ 86 T1FS8°LOE LS EIFSY1SE YrTIFYL €0E 68 TIF6T 1HE LT EIFET60E 68 TIFIL LYE (Tuy/3d)
65 TIFV889Y LTEIFSY LY 61 V1FCT 18y S6TIFIVLLY 1L EIFET6LY CCYIFYY LY 8E€0IFIL 69F 11 TIFET09¥ dNg-01d-IN
100°0>d% 100°0>d 100°0>d 100°0>d 100°0>d 100°0>d 100°0>d
1976~V 100°0>d% 80'¥6- V ‘% 816"V % 11v6-V ‘% 8S¥6- V % STY6-V ‘% 18°€6-V % $6'€6- V
[Lzz-6v0] €01 [L8z-6c0l 11T [szz-850] 601 [eLz6v0lST'T [60C-L€0] €01 [1zzevol 111 [L1Zz-690] 61°T losz-Lvol 11
[stroc-c1°6] 1T 61 [c19¢-6L7L) SL81 [se6c-cL6l sL 61 [czor-s16] 1561 [11°0¢-66'L] 66'81 [611¥-9t°6] 1€°61 [Ly1€-69'8] 1T61 [6L°6¢-86'8] L¥'81 (u/3u) [ urwodoxy,
10°0>d% 68'8¢- V S00>d% vT1-V 10°0>4°% L8SE-V | S0°0>d°% 6£ST-V | 100>d% ¥9°¢c-V | S00>d%011¢-V | 100>d°% LTT€-V | S0°0>d°% 80°0Z-V
61 0F6€°S €S0FIL9 ¥ 0FLY'S IV OFLT9 I¥0F€0°S €COFI6S €S°0F0T°S I¥°0F68°S
15°0%¢8'8 €V 0FCS'8 L9 0FES'S TS 0FLT'S 9" 0F8S L WOT6YL 8 0FCY L LEOFLEL (1/3w) IO
S0'0<d % 890V S0'0<d % 690V S0'0<d“ €TV S00<d“% 071V S0'0<d % 690V S00<d“% 1.0V S00<d % L8 TV S00<d“ €TV
CTOFIV Y T10F8E Y T10F6E Y ET0FITY IT°0F9€ ¥ TUOFHT Y TI0FSE Y 60°0FLE Y (1/10urt)
T1I'0F8E Y IT°0FSE Y ET'0F8EY LOOFIT ¥ ET0FECY 80°0FITY ET0FLT Y 11°0F9€'Y wnissejoq
S0'0<d% 01'C-V S0'0<d% 7T 0~V S00<d% 9TV S0'0<d % S0'T-V S00<d% +T 1V S00<d“% S6 TV S00<d“ 170V S00<d % LYTV
80vFC89€E1 86 EFI6LET SO'SFELOPT ST'STFEL6ET L6 €TV THI ITYFIS6E] 6€ VFLTSET SCEFOV TP
LL'EF9L6ET €8 PFITSET LT YTy 8E1 ISYFITIVI EUPFILOV] TTYFETLET 1TYF86°LET €9 EFET 61 (j/1ourun) wnipog
S0'0<d% cv'TV S00<d% v6' 1V S00<d% LTV S00<d“% 0TV S00<d“% 1.1~V S0'0<d“% Ly TV S00<d% y1'TV S0'0<d o c€T-V
LUSFETOTT IT9F6S T11 €1°SFSL'80T 18'SFITLOT LO9FITTOT 96 FFI1E 101 86'VFIT 96 96'¥FS9'16 (1/10ur)
L6'VFI9°LOT 66'SFYL 601 L8 VFLY'SOT LL'VF98 €01 SESFLETOT L6VFIL'S6 8I'SFEI'S6 L1'SF98°€6 auIuneII)
S0'0<d % 8y 0 V S00<d“, 80TV S0'0<d % 050V S0'0<d“% 6v°0V S0'0<d“% 150V 50'0<d“% €9°0-V S0'0<d ‘% 6€°0-V S0'0<d“% 1+°0-V
8€°0F6€'S LS OFLE'S ISOFIT'S LY OFLT'S €V OFI6'L LY OF16'L 6S0FISL LEOFLY'L
19°0FSE'8 61 0F8T'S 9€°0FLO'S ISOFET'S LEOFLSL 1S°0F96°L 17 0FPS L SY'0F0S L (j/1ourun) vaI1n
S0'0<d% 180V S0'0<d% 9%V S0'0<d % ¥8°0V S0'0<d % 0S'T-V S0'0<d % 9¢°¢- v S0'0<d % 691~V S0'0<d % 980V S0'0<d % 95'Z-V
[88°1-66°0] ¥T'1 [98'1-16°0] 61°T [18°1-6670] 61°T [8271-6670] LT'T [sL1-86°0] ST°T [s8'1-6670] 61°T [LL1-96°0] LT°T [eL 126701 $1°T (1/10tuur)
[6L1-180] €T'1 [e81-16°0] TT'T [s61-68°0] 81°T [82°1-280] 0T'T [sL1-v60] 61°1 [18°1-16°0] 17T [12°1-88°0]191°1 [sL1-$80] LT'T SPLIOAISIIL
S0 0<d%ET vV S00<d% 19TV S0'0<d“% Th'TV S0'0<d“ eV S00<d“% €91V S0'0<d o 9¢€V S00<d“% 79TV S00<d“% 19TV
€1°0F9T'1 60°0FLT T LOOFLTT 60°0FHT' 1 I1°0F9T 1 LOOFET T 60°0FST' T LO0FITT (1/10ur)
TI0FIT T IT°0FST T 0T 0FHT T IT°0F0T T LOOFYT T 80°0F61'1 IT0FET T 60°0FYT 1 [019s3[01d  TAH
100°0>d% 100°0>d 100°0>d 100°0>d
6L°0¢-V 10°0>4°% 0L°ST- v % 66'TE-V 10°0>d ‘% 20°'zT- v % TTEE-V 10°0>d ‘% 8TvT- v ‘% T8°0€- V 10°0>d ‘% ¥1°22-V
11°0F16'1 STOFITT IT°0FS6'T IT°0F91°C ZI0FI6T Y1°0F60°C T10FE6'T €I0F8I'T (1/10ur)
T1I'0¥9LT TI0FHST ST'0FI6T 9T0FLLT €1°0798°C TI0FILT 01°0F6LT 11°0708°C [019s3[01d AT
100>4°% $8°L1-V | 100>d°% 1881-V | 100>d°% ct0T-V | 100>d% 6v°02-V | 100>d°% €8°81-V | 100>d°% 6€LI-V | 100>d°% 00LT-V | 100>d°% 80°LT-V
81°0FECY 91°0F6T ¥ 1T0FITY €TOF61Y 61°0FIC Y 61 0FLE Y LT OFPE Y 1T0FCE Y (1/10ur)
61°0FLTS 1T0FSES 61°0F6T'S 8T'0FLT'S YTOFICS €TOF6TS 1T0FETS LTOFITS JOIO)SA[OYD  [EIOL
S00>d9% 9591-V | $00>d% 8L TI-V | S00>d°% 18°€I-V s00>dc0zI-Vv S0'0<d o cc¢-v S00<d“% 1T'T-V 50'0<d ‘% 80'%- V S0'0<d ‘% S0'Z-V
L1'0FSE9 0T 0FSS9 1T0F6%'9 LTOFLS9 61°0F60°9 91°0FTT9 ITOFIT9 61°0F1T9
€T0FI9L 1T0FISL 8T°0FES'L 0TOFLY'L YT 0FOE9 81°0F67°9 €TOFLE9 1T0FHE9 (%) °TVaH
1000>4°% L9°€7-V | $0°0>d°% €L T1-V | 100>d°%9€TT-V | $0°0>d°% $0TI-V | $0°0<d % 6801-V | S0°0<d“%¢LL-V | S00<d“%SETI-V | $0°0<d % 656~V
LEOF61'9 €€°0F66'9 WOFIT9 6T0FLS9 SE0FS09 6€0FIT9 1S°0F60°9 8 0FLT9
SEOFIT'S LEOFIOS 6S0FLSL IV 0FISL ¥ 0F6L9 SE0FEL9 Y 0FLS9 TrOFI89 (j/10urur) 9s0on[H
%V
€7=U ZINL+19D [7=U 14D 07=U ‘ZINL+LID TT=u ‘14D 67=U ‘ZINL+LID LT=U‘1¥D TT=U ‘ZINL+LID 07=U‘LIOD STM
Yr=U WA/HV+SOV UM Sjudned Th=U INA+SOV Wim spudned 96=U ‘HV+SDV WA sjusned Th=U SOV Wm spudneq 1a
$81=U ‘SOV UM sjudned REIRI AR |

¢olqeL

SOV Pm sjudned ur sotweuAp sajouweded Liojeioqe]

23

2 (18) xBiTeHb-uepBeHb, 2021




ISSN 2521-1455 (Print)
ISSN 2523-4250 (Online)

«Art of Medicine»

In all trimetazidine treatment groups, the weekly
frequency of angina symptoms showed significant
reductions at 28 day visit compared with baseline
(p<0.05). Similar, the short-acting nitrate consumption
was significant low during the course of treatment with
trimetazidine (p<0.05).

Additional prescription of trimetazidine had sig-
nificant effects for decrease of glucose, LDL cholesterol,
CRP and NT-proBNP levels in patients with ACS and co-
morbidities (table 2).

Any serious adverse events were detected in the
trimetazidine groups or in the placebo groups.

Discussion. Our clinical data showed that the
addition of TMZ to conservative treatment profoundly
down regulated the risk of coronary heart disease, as
indicated by the suppression of CRP and NT-proBNP in
patients with ACS. In secondary analysis of the VISTA-
16 randomized clinical trial that included 5145 patients,
baseline and longitudinal high-sensitivity C-reactive
protein levels were independently associated with
increased risk of a major adverse cardiac event,
cardiovascular death, and all-cause death during the 16-
week follow-up [12]. Many recent studies, including
Clopidogrel as Adjunctive Reperfusion Therapy—
Thrombolysis in Myocardial Infarction 28 (CLARITY-
TIMI 28) study, have demonstrated BNP or NT-proBNP
measurements to be a strong predictor of adverse
outcome in patients with ACS [13]. In other hands, in
trial of 1079 ACS patients was the lack of an association
between NT-proBNP concentrations and prognosis in any
models tested by Cox proportional hazards survival
analyses [14].

Our clinical results also suggest that TMZ
exhibits significantly elevated HDL-cholesterol levels
and patented of glucose-lowering drugs effects. Recent
meta-analysis of PubMed, EMBASE, and Cochrane
databases between the inception dates of databases and
May 2019 showed that additional TMZ treatment
significantly = decreased fasting blood  glucose,
glycosylated hemoglobin level, serum level of total
cholesterol, low-density lipoprotein cholesterol and
incidence of myocardial ischemia episodes. However,
there were no significant differences in serum triglyceride
level, high-density lipoprotein cholesterol, exercise
tolerance between the TMZ group and the control group
[15].

Conclusions. Additional prescription of trimeta-
zidine has significant effects for decrease of glucose,
LDL cholesterol, CRP and NT-proBNP levels in patients
with ACS and arterial hypertension and/or 2 type diabetes
mellitus and has good safety.
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Pe3rome. T'octpi xoponapui cunapomu (I'KC) —
CepHO3HUI KIIHIYHUI NPOSIB iIeMIYHOT XBOPOOH 31 3Ha-
YHHUM MOIIMPEHHSM Ta CMEPTHICTIO B YChOMY CBITi.

Meta. OmiHUTA KOPOTKOTEPMIHOBHI MOTEHIIIH-
HUM BIUIMB Ta Oe€3NeKy TPUMETa3WIUHY B NOAATOK 1O
ONTUMAJBHOI MEIUKaMEHTO3HOI Tepamii B XBOpUX Ha
I'KC ta cynytHi aprepianbHy rineprensito (Al) Ta myk-
poBuii giaber 2 Tumy (L).

Martepianu Ta Mmeromu. O0ctexeni 184 marie-
HTiB i3 T'KC ta cynyraiMu Al ta/um LIJ] 2 tumy. Bigno-
BIIHO J0 TEPAINEBTHYHOI CTpaTerii MAI[ieHTH KOXHOI 3
rpym Oynu po3ziieHi Ha 2 MiATpYIH: i3 Tepari€ro, Bimo-
BiJTHO JI0 HACTaHOB, Ta 3 JIOJAaTKOBUM NpPU3HAYCHHSIM
TpUMeTa3uuHy 1o 35 mr 1Bidi B aeHb. [IpoBoxumu Bu-
3HAYEHHS HACTYIIHUX MOKA3HHKIB: TJIIOK03a, TITIKO3HIBO-
BaHuii remoryo6in (HbAlc), ceuoBuHa, KpeaTuHIH, TIOKa-
3HUKH JIMIIOTpaMy, CHPOBAaTKOBHH HATpii, CHPOBATKO-
Buii kaimii, C-peaktuBuuii mpotein (CRP), cepuesuit
TPONOHIH I, monepeIHNK MO3KOBOTO HATPii-ypeTUUHOTO
nentuny (NT-proBNP).

PesyabraTtn. B ycix rpynax o0cTexeHHs 107a-
TKOBE NPHU3HAYECHHS TPUMETA3UANHY 3MEHIITYBAJIO YacToO-
Ty HamaJiB CTEHOKAp.ii HaPUKIHII JAOCIIKEHHS, TOpi-
BHSHO 3 Tpymnoro miane6o (p<0.05). [ToxibHo, BiporiaHO
3MEHIIyBanacsi Morpeda y BXKUBaHHI KOPOTKOMAIIOYHX
HiTpariB (p<0.05). /lonaTkoBe NpH3HAYEHHS TPUMETA3HU-
JIMHY YMHMJIO BIPOTiJHI MOTEHIIIOIYN e(EeKTH Ha 3MEH-
LIEHHS PiBHIB y KPOBI INIIOKO3H, XOJIECTEPUHY JIIMONpPO-
teiniB Hu3pkoi ryctuanm (XC JIITHI), CRP ta NT-
proBNP.

BucnoBku. JlogaTkoBe NMpU3HAYEHHS TPUMETa-
3UJMHY BOJIOZI€ JTOJAaTKOBHM BILJIMBOM Ha 3MEHIICHHS
piBHiB y kpoBi rimoko3u, XC JIITHI, CRP TaNT-proBNP
y xBopux Ha ['KC i3 cynyraiMmu AI' ta/um L[] 2 Tumy;
BOJIOJIIE€ BIIMIHHUM TIpodisieM Oe3reKH.
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Pe3tome. OcTprle KOpPOHApHBIE CHHAPOMBI
(OKC) — cepbe3Hoe KIMHAYECKOE MPOSIBICHHE HIIIEMU-
YecKol OO0JIe3HM ceplia C HIMPOKOH pacnpoCTpaHeHHO-
CTBIO U CMEPTHOCTBIO B MHUPE.

Henb. OeHUTh KPaTKOCPOUYHOE BIHUSIHUE U 0€3-
OITaCHOCTb TPUMETA3U/MHA B JOMOJHEHUE K ONTHMAallb-
HOW MeIuKaMeHTO3HOW Tepamuu OonbHBIX U3 OKC u
aprepuanbHoii runeprensued (Al') w/wm  caxapHbIM
nuaderom (CJI) 2 Tuma.

Matepuannl n metoabl. O6cnenoBansl 184 na-
nuentoB u3 OKC u conyrcrByrommmu Al w/mmm CJI 2
TUNa. B 3aBHCMMOCTH OT TeparneBTHYECKOH CTpaTteruu
OOJIbHBIE KaXKAOW W3 Tpynn ObUIM pa3fesieHbl Ha 2 Mo-
TPYIIIBL: U3 Tepanueil B COOTBETCTBUU C PEKOMEH Al sI-
MU, U C JIONOJHUTEIbHBIM IPUEMOM TPUMETA3UANHA 10
35 mr aBa pasa B 1eHb. Onpeersiui cieayronme mokasa-
TeNW:  TJIIOKO3a,  TJIMKO3WJIMPOBaHBI  TeMOIJIOOWH
(HbAlc), MoueBHHa, KpeaTHHUH, MOKA3aTeNH JIHMITUIO-
IpaMMBbl, CBIBOPOTOYHBI HATPWil, CHIBOPOTOYHBINA Ka-
mmid, C-peaktuBHbli 6enok (CRP), cepaeunslii TporoHnH
I, Mmo3roBoii HaTpuit-ypetrueckuii nentu (NT-proBNP).

Pesyabratsl. Bo Bcex rpynmax oTrmeyaid, 4To
JIOTIOJIHUTENIbHOE Ha3HAUYEHHE TPUMETA3UANHA YMEHbIIIa-
JIO YacTOTy NPHCTYNOB CTEHOKAp/JWH B KOHIIE MCCIENO-
BaHMsI, B CpaBHEHUU ¢ Tpymmnoi mianedo (p<0.05). Ana-
JIOTMYHO, YMEHbIAJIaCch HEOOXOAUMOCTh ITpUeMa HUTpa-
TOB KOpoTokoro neiictBus (p<0.05). JlomoipHUTEIBEHOE
Ha3HAYCHUH TPHUMETa3WJMHa MOTEHIHPOBAIO YMEHBIIIe-
HUE B KPOBHM ypPOBHEW TJIFOKO3bI, XOJIECTEPHHA JIUIONPO-
teunoB Huskod 1iotHoctu (XC JIITHIT), CRP u NT-
proBNP.

BoiBoapl. [JonoiaHuTensHOE Ha3HAUECHUE TPUME-
Ta3uMHa UMEET JOTOJIHUTEIFHOE BIUSHIE Ha YPOBHU B
kpoBu rmoko3bl, XC JIITHII, CRP u NT-proBNP vy
6onpHbIX B3 OKC u AT u/wm CJ1 2 tuma.

KirodeBble cioBa: ocTpblii KOpOHApHBIA CHUH-

JApOoM, apTepuajibHasA TUIICPTCH3US, caxapHI)Iﬁ I[I/IaGET,
TPpUMETA3UJIH.
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