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K CBEAEHHUIO ABTOPOB!
[Ipu HampaBIEeHUY CTAaTbH B PEAAKITUIO HEOOXOIUMO COOIONATh CISAYIONINE TIPABHIIIA;

1. CraTps nomkHa OBITH IPEJCTaBICHA B IBYX SK3EMIUIIPAX, HA PYCCKOM HMJIM aHTITUHACKOM SI3bI-
Kax, HaTrleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OIHOI CTOPOHE CTAHIAPTHOIO JIUCTA € INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBII WPUQT U1 TEKCTa Ha PYCCKOM U
aHnuickoM s3bikax - Times New Roman (Kupuiuna), 115 TeKcTa Ha TPy3UHCKOM S3BIKE CIIEAYeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykonrcu, HaneyaTaHHOW Ha KOMITBIOTEPE, JTODKEH
o5ITh IprtoskeH CD co crarbeit.

2. Pa3Mep craTbu TOTKEH OBITH HE MEHEe NeCsTH 1 He OoJiee 1BaALATH CTPAHUI] MAITHOIINCH,
BKJIIOYAsl yKa3areJlb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPYy3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIICHBI AKTyaIbHOCTh JAHHOTO MaTepHalla, METOIBI U PE3YIIbTaThI
UCCIIeIOBaHUs U X 00CYyKACHHE.

[Ipu npencTaBiIeHNHN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJMYECTBO SKCIIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIINECS METOABl 00e300MMBaHUS U
YCBHIJICHHUS (B XOJI€ OCTPBIX OIIBITOB).

4. K crarbe JOIKHBI OBITH MIPUIIOMKEHBI KpaTKoe (Ha MOJICTPAaHUIIBI) Pe3OMe Ha aHIIIUICKOM,
PYCCKOM M IT'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIELYOLINE pa3aesbl: Liedb UCCIeI0BaHNs, MaTepHual U
METOJIBI, PE3YJILTATHI M 3aKIIFOUSHHE) U CIIUCOK KITtoueBBIX cioB (key words).

5. Tabnunp! HEOOXOIUMO NPENCTABIATE B Ie4aTHOH hopme. DoTokonuu He npuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLIEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOJKHBI OBITH 03aryIaBIICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (POTOKOIHHU C PEHTTEHOTPAMM - B IO3UTUBHOM
n300paxeHuH. PUCYyHKH, yepTeXu U IuarpaMmbl clIeoyeT 03ariaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff opmare.

B noanucsix k MukpogotorpadgusaM cieayeT yKa3plBaTh CTEICHb yBEIMUCHUS Yepe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIIPETHALIMH CPE30B.

7. ®aMUIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJAATCS B OPUTHHAIBHON TPAHCKPUIILIUH.

8. I[Ipu opopmnennu u HampaBneHun crared B xypHanm MHI mpocum aBTOpOB cobmronars
NpaBUIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSIX K PYKOMHUCSM, IPEACTABISIEMBIM B OMOMEIUIIMHCKHUE
JKypHAJIbD», TPUHATHIX MeXIyHapOAHBIM KOMHUTETOM PEIAaKTOPOB MEAMLMHCKUX KYpHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIIe Kax 101 OPUTHHATIBHOM CTaThU MPUBOAUTCA OnOIHOrpadguyeckuii cnucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPBbIE UMEIOTCS CCBUIKU B TeKcTe. CIHUCOK COCTaBIAETCs B
andaBUTHOM MOpsAKe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK NPUBOAUTCS Ha sI3bIKE OpUrMHaia. B
CIMCKE JINTEPATyPhl CHavYajia IPUBOIATCS PabOThI, HAMCAHHBIE 3HAKaMU TPY3MHCKOTO andaBuTa, 3aTeM
Kupwuien u naruHuneidl. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTAaTbH JAIOTCS B KBaIpPaTHBIX
CKOOKax B BUJI€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmH-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 3a IMOCTIEAHNUE S5-7 JIET.

9. ns momydeHus MpaBa Ha MyONMKAIMIO CTaThs OJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJCHUS BU3Y U CONPOBOIUTEIHHOE OTHOLLICHNUE, HAIMCAHHBIC WJIM HAlledaTaHHbIE Ha OJIaHKe
Y 3aBEPEHHBIE MOJIHCHIO U NIEYATHIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBHIO MPUBEAEHBI UX
(amMuInM, UIMEHa U OTYECTBA, YKa3aHbl CIIy>KeOHBIN M AOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble koopAuHaThl. KomuuecTBo aBTOPOB (COABTOPOB) HE NOHKHO MPEBBIMIATH IISATH YEJIOBEK.

11. Penakuus ocraBisiet 3a cO00i MpaBo COKpaIaTh ¥ HCIPaBIATh cTarhi. Koppekrypa aBropam
HE BBICBUIAETCS, BCS paboTa U CBEpKa IPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HemomycTuMoO HampaBiieHHE B pelaklMIo padoT, MpeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeNbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX U3JAHUSX.

Hpﬂ HApYHNIEHUH YKa3aHHBIX IPABUJI CTATbU HE PAaCCMAaTPUBAIOTCH.
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Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or
compu-ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width,
and 1.5 spacing between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to
Georgian and Russian materials). With computer-printed texts please enclose a CD carrying the same file titled
with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink
(or black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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Abstract.

Introduction:  Atherosclerotic  cardiovascular  disease
(ASCVD) is the leading cause of morbidity and mortality
worldwide. Peripheral arterial disease (PAD) is a dangerous
manifestation of ASCVD, often leading to amputations,
cardiovascular complications, and mortality. The effectiveness
of revascularization is not always predictable, necessitating the
refinement of treatment and monitoring approaches.

Aim of the study: Comparative assessment of the effectiveness
of standard and modified (adjuvant-supplemented) postoperative
treatment protocols, based on the analysis of lower limb
functional activity (Fontaine classification) and quality of life
indicators (MOS SF-36) in patients with PAD.

Materials and Methods: The study involved 114 patients
divided into two groups: Group I (n=58) received standard
post-revascularization management, Group II (n=56) received
modified management with adjuvant neurometabolic and
endothelioprotective therapy. All patients were assessed for
lower limb functional activity (Fontaine classification) at the
study baseline as well at 1, 3 and 12 months after surgery. The
quality of life (MOS SF-36) scoring was performed at the study
baseline as well at 3 and 12 months after surgery.

Results: Assessments performed 3 and 12 months after
surgery showed that patients receiving modified management
maintained significantly better functional activity and higher
quality of life scores compared to the standard treatment group.
In the standard treatment group, a trend of regression was
observed at 12 months, whereas the modified therapy group
patients cohort demonstrated the maintenance of the positive
trend. Statistical analysis confirmed a strong positive association
between the modified treatment protocol and superior long-term
outcomes.

Conclusion: The addition of neurometabolic and
endothelioprotective adjuvant therapy to standard postoperative
care improves lower limb functional activity and quality of life
for up to 12 months. This approach may complement current
clinical guidelines for PAD management.

Key words. Peripheral arterial disease, occlusion, stenosis,
compensated blood flow, postoperative management, Fontaine
classification, limb functional activity, MOS SF-36, quality of life.

Introduction.

Atherosclerotic cardiovascular disease (ASCVD) remains the
leading cause of morbidity and mortality worldwide. However,
peripheral artery disease (PAD) — a common yet frequently
underrecognized manifestation of ASCVD — also presents with
significant rates of illness and death. According to the Global
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Burden of Disease study, the number of registered PAD cases
worldwide exceeded 236 million as of 2019 [1-5]. PAD is
currently considered one of the most severe forms of ASCVD
and represents a common cause of amputations, cardiovascular
disability, and mortality.

Lesions in the arteries of the lower extremities may follow an
asymptomatic course or manifest as intermittent claudication or
chronic limb-threatening ischemia [6-9].

The results of numerous studies have confirmed that duplex
ultrasonography — as a high-precision, non-invasive, and
cost-effective first-line imaging modality — is a reliable
method for diagnosing and classifying the severity of PAD.
Its role is particularly valuable in evaluating patients with
contraindications to radiation or contrast agents [8], as well
as in guiding revascularization strategy (endovascular versus
surgical), informing decisions regarding invasive interventions,
and, most importantly, in the long-term surveillance of bypass
grafts and stented segments for detecting clinical progression
[4].

At the same time, revascularization, even as an accepted
primary treatment modality, cannot be considered a process with
entirely predictable efficacy and freedom from complications.

In a significant proportion of patients, even after a technically
successful intervention, sufficient regression of limb ischemia
is not observed. Without appropriate monitoring, risk factor
control, regular surveillance of comorbidities, and systematic
management of the postoperative period, significant long-term
improvement in quality of life not always can be achieved.

Recent data demonstrate that a substantial proportion of patients
with PAD do not receive evidence-based treatment, resulting in
an accelerated natural course of the disease and an increased
frequency of complications. The effective management of
patients with PAD requires a systematic approach encompassing
diagnosis, surgical interventions, and conservative therapy [1].

All the above circumstances necessitate the review,
improvement, and optimization of the methodology for
diagnosing, treating, and monitoring patients with PAD.

The Fontaine classification is considered one of the most
important systems for assessing the severity of peripheral
arterial occlusive disease. This classification is based solely on
the presence of clinical symptoms, which allows for the division
of the disease into four main stages, ranging from asymptomatic
to severe ischemic damage to the limb [2].

Aim of the Study.

The aim of this study is the comparative assessment of the
effectiveness of standard and modified (adjuvant-supplemented)
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postoperative treatment protocols, based on the analysis of lower
limb functional activity (Fontaine classification) and quality of
life indicators (MOS SF-36) in patients with PAD.

Materials and Methods.

The prospective study material consists of clinical data from
patients aged 31-85 (average 60.6 = 14.8) diagnosed with PAD
and critical limb ischemia (CLI), as well as data from their
periodic follow-up examinations conducted 1, 3, and 12 months
after surgery, in accordance with PAD management guidelines
[4,5].

The study was conducted in accordance with the ethical
standards of the Helsinki Declaration (2013) and approved by
the Ethics Committee of the National Institute of Health of the
Republic of Armenia. Written informed consent was obtained
from all participants prior to inclusion. All diagnostic measures,
surgical revascularizations, and postoperative management
were carried out at the "Best Life" Medical Center during 2022-
2024. Patient recruitment was performed based on the principle
of consecutive sampling.

Inclusion Criteria:

. Age over 45.

. Diagnosis of symptomatic PAD with critical limb
ischemia (Fontaine Stage III or I'V).

. Successful endovascular or surgical revascularization
procedure.

. Informed consent for inclusion in the study.

Exclusion Criteria:

. Presence of severe, uncontrolled psychiatric disorders
(e.g., schizophrenia, bipolar disorder).

. Intake of the study's adjuvant medications within the
last 6 months prior to enrollment.

. Life expectancy of less than 12 months due to non-
vascular comorbidities.

Clinical Groups:

114 patients meeting the study's criteria were included
and prospectively followed. Patients were divided into 2
interventional groups:

. Group I (Standard): Consisted of 58 patients (31 men
(53.4%), 27 women (46.6%)) whose postoperative management
followed standard guideline-based care, including antiplatelet/
anticoagulant therapy and risk factor control.

. Group II (Modified): Consisted of 56 patients
(30 men (53.6%), 26 women (46.4%)) whose postoperative
management included standard care plus a defined regimen of
adjuvant neurometabolic and endothelioprotective therapy.

Division into Clinical Subgroups:

Based on the anatomical level of the primary revascularization
procedure, patient groups were divided into two subgroups:

. Subgroup A: Patients (n=67, 58.8%) who underwent
revascularization without a primary intervention on the femoral
segment (e.g., isolated below-the-knee or tibial interventions).

. Subgroup B: Patients (n=47, 41.2%) who underwent
revascularization with an intervention component on the femoral
segment.

154

Research Methods and Outcome Measures.

Fontaine Classification: The clinical stage of PAD was
assessed at each visit using the Fontaine classification, a
symptom-based system that categorizes disease severity from
Stage I (asymptomatic) to Stage IV (tissue loss) [2]. The lower
limb functional activity (Fontaine classification) at the study
baseline as well at 1, 3 and 12 months after surgery.

Quality of Life Assessment: Health-related quality of life
was assessed using the Medical Outcomes Study 36-Item Short
Form Health Survey (MOS SF-36). The survey provides scores
on physical and mental health components, with higher scores
indicating better health status. It was administered at baseline
and follow-up visits [6]. The quality of life (MOS SF-36)
scoring was performed at the study baseline as well at 3 and 12
months after surgery.

Treatment Protocols:

. Group 1 (Standard Management): Guideline-
directed medical therapy including antiplatelet agents, statins,
and management of comorbid diseases as per standard protocols.

. Group II (Modified Management): Received all
components of Group I therapy plus the following adjuvant
regimen for 12 months:

. 1% stage — duration 3 months after operation:

1. Cilostazol 100 mg daily or Pentoxifylline 400 mg three
times daily if cilostazol is contraindicated.

2. Nucleo CMP (cytidine monophosphate (CMP) and
uridine diphosphate (UDP) i.m for a 6-day course, followed
by oral administration of the drug: 1 capsule twice daily
independent of meals.

3. Vitamin C 500-1000 mg/day 2.5-3 mo.

2" stage — duration 2.5-3 months after 1* stage:

1. Selenium 100-200 mcg/day 2.5-3 mo.

2. Alpha-lipoic acid 600 mg/day 1.5-2 mo.

3. Coenzyme Q10 100-200 mg/day.

4. Hydroxocobalamin (B12) Daily PO 100 mg 2 mo.

3rd stage — duration 3 months after 2" stage:

1. Nucleo CMP (cytidine monophosphate (CMP) and uridine
diphosphate (UDP)) i.m for a 6-day course, followed by oral
administration of the drug: 1 capsule twice daily independent
of meals.

2. Vitamin C 500-1000 mg/day 2.5-3 mo.

4™ stage — duration 2.5-3 months after 4™ stage:

1. Selenium 100-200 mcg/day 2.5-3 mo.

2. Alpha-lipoic acid 600 mg/day 1.5-2 mo.

3. Coenzyme Q10 100-200 mg/day.

4. Hydroxocobalamin (B12) Daily PO 100 mg 2 mo.

Statistical Analysis: Data are presented as mean + standard
deviation or counts (percentages). Intragroup comparisons
across time points (e.g., baseline vs. 12 months) were performed
using paired Student's t-tests for continuous data (SF-36) and
chi-square tests for categorical data (Fontaine stage). Intergroup
comparisons (Group I vs. Group II at specific time points) were
performed using independent samples t-tests and chi-square
tests. The Relative Difference (RD) was calculated to express
the magnitude of change. A p-value of <0.05 was considered
statistically significant. All analyses were performed using
SPSS version 23 (IBM Corp.).



Results.
Quality of Life Indicators (MOS SF-36).

Group I (Standard Management):

In Subgroup A, the SF-36 score improved significantly from
85.8 £ 12.7 at baseline to a lower value (indicating better
perceived health) at 3 months (p<0.0001). However, by 12
months, the score had significantly worsened from the 3-month
value (p=0.007), though it remained better than baseline
(p=0.030). This pattern suggests initial improvement followed
by partial regression. In Subgroup B, a significant improvement
was seen at 3 months (p<0.0001), which was largely maintained
at 12 months, with scores still significantly better than baseline
(p<0.0001).

Group II (Modified Management):

In both subgroups, a profound and significant improvement in
SF-36 scores was observed at 3 months (p<<0.0001). Crucially,
in Subgroup A, this improvement was not only maintained but
further increased at 12 months compared to the 3-month value
(p<0.0001). In Subgroup B, the dramatic improvement seen at
3 months was fully sustained at 12 months, with no significant
regression (p=0.055 for 3 vs. 12-month comparison).
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Figures 1 and 2 visually represent these SF-36 score trends for
Group I and Group II, respectively.

Intergroup Comparison (Group I vs. Group II):

While baseline scores were similar, by 12 months, Group II
(Modified) demonstrated significantly superior SF-36 scores
compared to Group I in both Subgroup A (p<0.0001) and
Subgroup B (p<0.0001). The magnitude of intergroup difference
was markedly larger at 12 months than at 3 months, highlighting
the sustained benefit of the adjuvant therapy.

As can be seen from the presented data, a trend towards
improvement in QoL indicators was observed three months after
the intervention. However, studies conducted twelve months after
surgery revealed regression in the shifts observed in Subgroup
A of the first clinical group. At the same time, no deterioration
in the QoL indicator was observed among patients of the second
clinical group. On the contrary, twelve months after surgery, a
reliable trend of decreasing MOS Score was maintained in the
second clinical group. In Subgroup B of the first clinical group,
the level of this indicator, although not undergoing regression,
did not maintain a pronounced downward trend, indicating a
"cessation of the improvement trend" in quality of life in that
cohort. Regarding the inter-subgroup comparison of dynamic
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Figure 1. SF-36 score trends for Group I.
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Figure 2. SF-36 score trends for Group 1.
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Figure 4. The dynamic shift in Fontaine stages (Subgroup B).

changes, the shifts in QoL indicators were more pronounced
in Subgroup B of both groups. The obtained results of QoL
measurement confirm the more pronounced effectiveness of
modified therapy for patients in this cohort.

Limb Functional Activity (Fontaine Classification).

Subgroup A (Non-Femoral Intervention):

At 1 month post-op, most patients in both groups improved
to Fontaine Stage Ila/IIb. By 12 months, Group II (Modified)
maintained a significantly higher proportion of patients in
the better functional stages (Stage I/Ila) compared to Group I
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(Standard), which showed a shift back towards more severe stages
(Stage IIb). Statistical analysis confirmed a strong association
between treatment group and Fontaine stage distribution at 3
and 12 months (p=0.002 and p=0.002, respectively).

Subgroup B (Femoral Segment Intervention):

Similar trends were observed. While both groups showed
excellent early improvement, the long-term durability differed.
At 12 months, Group II (Modified) had a significantly greater
proportion of patients remaining in Fontaine Stage I compared
to Group I (Standard) (p=0.010). Group I exhibited a clear trend
toward functional regression.



Table 1. Intergroup Comparison of Quality-of-Life Indicators (Statistical Data).

INDICATOR SUBGROUP

t-value

95%CI
MOS SF-36 A

p-value

Abs. diff., %

t-value

95%CI

p-value

Abs. diff., %

Table 2. Intergroup Comparison of Limb Functional Activity Indicators.

E- Group I vs Group IT

g

:% Study baseline 1 month
A Df=1 Df=1
N1=35 X2=0.74 X2=3.94
N2 =32 p-value = 0.389 p-value = 0.045
B Df=1 Df=2
N1=23 X2=0.009 X2=1.19
N2=24 p-value= 0.924 p-value=0.276
Findings:

The data clearly demonstrate that while both standard and
modified management led to significant early improvement,
while the modified protocol with adjuvant therapy resulted in
superior preservation of gains at 12 months across both quality
of life and functional activity endpoints, and in both clinical
subgroups. The efficacy of therapy performed was confirmed
data registered by coagulogramma data and significant
improvement of blood flow parameters.

Intergroup Comparison of Limb Functional Activity
Indicators in Subgroup A Patients.

The data presented in Table 6 indicate that comparative analysis
of the indicators recorded immediately after surgery did not
reveal statistically confirmed evidence of a correlation between
pre- and postoperative management and the indicators of
functional activity of the affected limb (df=1, ¥>=0.74, p=0.389).
In contrast, the result of comparative analysis of ischemia
severity indicators (according to the Fontaine classification) and
management protocol at 1, 3, and 12 months after the start of
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STATISTICAL INDICATOR

TIME POINT COMPARISONS
-0.28 (0-0 mo)

-0.82 (3-3 mo)

-19.36 (12-12 mo)

[-7.301 - 5.501] (0-0 mo)
[-6.864 - 2.864] (3-3 mo)
[-52.290 - -42.510] (12-12 mo)
.780 (0-0 mo)

415 (3-3 mo)

<.0001 (12-12 mo)

1.05 (0-0 mo)

2.76 (3-3 mo)

-47.4 (12-12 mo)

0.58 (0-0 mo)

-8.95 (3-3 mo)

-6.83 (12-12 mo)

[-8.037 - 4.437] (0-0 mo)
[-35.160 - -22.240] (3-3 mo)
[-25.381 - -13.819] (12-12 mo)
0.564 (0-0 mo)

<.0001 (3-3 mo)

<.0001 (12-12 mo)

-1.8 (0-0 mo)

-28.7 (3-3 mo)

-19.6 (12-12 mo)

3 months 12 months
Df=1 Df=2
X2=9.5 X2=12.85
p-value = 0.02 p-value = 0.002
Df=1 Df=2
X2=6.21 X2=9.25

p-value =0.013 p-value =0.010

therapy rejected the null hypothesis of proportional intergroup
distribution with high probability, demonstrating evidence of
pronounced correlation between certain categories (for 1, 3, and
12 months, respectively: df=1, ¥*>=3.94, p=0.045; df=1, ¥>=9.5,
p=0.002; df=2, y>=12.85, p=0.002).

Intergroup Comparison of Limb Functional Activity
Indicators in Subgroup B Patients.

Comparison of these parameters one month after the start
of therapy did not reveal a statistically significant association
between postoperative management and functional activity
indicators. At 3 and 12 months after surgery — similar to
Subgroup A — the result of comparative analysis of ischemia
severity indicators (according to the Fontaine classification) and
the management protocol rejected the null hypothesis with high
probability, demonstrating evidence of pronounced correlation
between data categories (X>=6.21, p=0.013 and X?=9.25,
p=0.010 for 3 and 12 months, respectively).

It is necessary to emphasize that in both Subgroups A and B of
the second clinical group, the proportion of patients with higher
levels of functional activity reliably exceeded the corresponding



indicators of the first clinical group at the 1st, 3rd, and 12th
months of the study for Subgroup A, and at the 3rd and 12th
months for Subgroup B.

The obtained data clearly demonstrate that the modified
protocol of rehabilitative treatment for patients with arterial
patency disorders provides a comparatively more pronounced
and long-lasting favourable effect.

Discussion.

This comparative study demonstrates that augmenting
standard post-revascularization care with a defined regimen
of neurometabolic and endothelioprotective adjuvant therapy
leads to significantly better-preserved lower limb function and
quality of life at one-year follow-up in patients with PAD and
critical limb ischemia.

The expected benefits for the combination therapy in this
cohort derives from the documented efficacy of analogous
drug regimens in addressing disorders across multiple somatic
functions or the absence of a negative interaction effect reported
[7-9].

The key finding is not just the magnitude of early improvement,
which was substantial in both groups, but the durability of
that improvement. The standard care group exhibited a clear
trend toward regression in both Fontaine stage and SF-36
scores between 3 and 12 months. In contrast, the modified
therapy group either maintained or continued to improve
upon their 3-month gains. This suggests the adjuvant therapy
may positively influence the underlying pathophysiology—
potentially mitigating endothelial dysfunction, oxidative stress,
and neural-metabolic imbalance—that contributes to disease
progression and restenosis [2,4].

The benefit was consistent across patients regardless of
whether the initial revascularization involved the femoral
segment (Subgroup B) or not (Subgroup A), indicating the
adjuvant effect is systemic and not merely local.

Our results align with the growing understanding that PAD
is a systemic disorder requiring comprehensive management
beyond luminal revascularization. They are consistent with
studies highlighting the role of endothelial dysfunction and
metabolic disturbances in PAD progression [2,4,10].

Study Limitations.

This study has limitations, including its single-center design,
non-randomized allocation to treatment groups, and a modest
sample size. The absence of a placebo control for the adjuvant
regimen is a notable constraint. Furthermore, the specific
contributions of individual components within the multi-drug
adjuvant regimen cannot be discerned.

Despite these limitations, the study provides compelling
preliminary hypothesis for a structured adjuvant therapeutic
approach.

Conclusion.

In patients with PAD and critical limb ischemia undergoing
revascularization, the addition of a 12-month regimen of
neurometabolic and endothelioprotective adjuvant therapy
to standard postoperative management is associated with
significantly better functional capacity of lower limb (Fontaine
stage) and health-related quality of life (SF-36) at one-year
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follow-up, compared to standard management. This combined
approach appears to enhance the indicators shifts amplitudes
and durability of revascularization outcomes. These findings
warrant validation through large-scale, multicenter, randomized,
clinical trials to definitively establish efficacy and refine the
optimal adjuvant protocol.
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