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Abstract: Background and Objectives: Prophylactic doses of low-molecular-weight heparins or fonda-
parinux showed their efficacy and safety for treatment of all superficial vein thrombosis (SVT) of
the lower limbs, yet not for those extended to the last 3 cm of the great saphenous vein, close to the
sapheno-femoral junction, or considered as a deep-vein thrombosis. Some experts suggest that these
patients should be managed with full anticoagulant doses but evidence to support this recommen-
dation is lacking, suggesting the need for a properly designed trial. Materials and Methods: Before
starting a new trial, the Italian Society of Angiology and Vascular Medicine (SIAPAV) decided to
verify the common therapeutic approaches for patients with an SVT in Italian vascular centers based
on a hypothetical significant variation in each daily clinical practice. A standardized questionnaire of
10 questions was administered to all SIAPAV affiliates by means of the official Society website. Results:
From 1 December 2022 to 20 January 2023 a total of 191 members (31.8%) answered the questionnaire,
showing a detailed and a substantial heterogeneity in the therapeutic approach to SVT patients
among experienced vascular physicians and angiologists. Detailed results are reported in the relative
section. Conclusions: The therapeutic approach of SVT extended to the iuxta-femoral segment of the
great saphenous vein is still a matter of debate, and data to support therapeutic strategies are lacking.
The wide heterogeneity in the management of SVT patients, including those with more extended
thrombosis, confirmed that a randomized controlled clinical trial investigating the efficacy and the
safety of a tailored therapeutic regimen in this particular subgroup of patients is strongly warranted.
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1. Introduction

Superficial vein thrombosis (SVT) is a common entity encountered in daily clinical
practice, with an incidence ranging from 0.3% to 1.5% per 1000 person years, similar
to or even higher than that of deep-vein thrombosis (DVT) [1,2]. For a long time, SVT
has been considered as a rather benign disease, predominantly associated with limited
rather than systemic implications. However, several recent studies have shown a strong
association with concomitant extension to the deep veins of the lower limbs and with
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pulmonary embolism (PE), mainly when SVT involves the great saphenous vein above the
knee. Indeed, approximately 20% to 25% of patients with an acute SVT have a concomitant
DVT and approximately 7% to 13% have a concomitant PE at the exact time or within the
first 3 months from the objective SVT diagnosis [1,3,4].

A number of randomized controlled trials have shown the efficacy and safety of
some parenteral anticoagulants, such as low-molecular weight heparins or fondaparinux
administered at intermediate or prophylactic doses, and of a direct oral anticoagulant, such
as rivaroxaban, administered at prophylactic doses, for about 6 weeks for the treatment of
SVT [5-7].

Based on the results of these trials, this approach is recommended for most patients
with SVT, with the exception of those with an extension of the thrombus within the last
3 cm from the sapheno-femoral junction. These patients were excluded from trials on SVT
treatment, because of a perceived higher risk of venous thromboembolic complications,
but were also excluded from trials on DVT treatment, because this site of thrombosis is not
strictly considered as involving the deep venous system. Some experts suggest that these
patients should be managed with full therapeutic anticoagulation, similar to those with a
DVT, but evidence to support this recommendation is lacking [8]. Unfortunately, recent
international guidelines on the treatment of venous thromboembolism do not include any
recommendation on the management of these patients [9,10].

A recent paper reported a subgroup analysis of 374 patients with SVT involving the
sapheno-femoral junction enrolled in the RIETE registry. These patients were managed with
either therapeutic (n = 227, 60.7%) or prophylactic (n = 147, 39.3%) doses of anticoagulants
at the discretion of attending physicians. The study showed a non-statistically significant
reduction in the rates of venous thromboembolic complications, defined as SVT extension
or recurrence, DVT or PE, in patients receiving therapeutic doses (odds ratio [OR] 0.48; 95%
CI, 0.11 to 2.17; p = 0.33), and a non-statistically significant increase in major or clinically
relevant non-major bleeding (OR, 2.0; 95% CI, 0.20 to 19.41; p = 0.56) [11].

These findings suggested the need for a properly designed trial aimed at better defining
the optimal management strategy for patients with an SVT involving the last 3 cm of the
great saphenous vein close to the sapheno-femoral junction. Meanwhile, the Italian Society
of Angiology and Vascular Medicine (SIAPAV) decided to explore which were the most
common therapeutic approaches for these patients at Italian member centers, based on the
hypothesis that the lack of guidelines could have generated a significant variation in daily
clinical practice.

2. Materials and Methods

A standardized questionnaire consisting of 10 predefined questions was prepared by a
panel of 4 experts (PP, G.C., M.D.N, PD.M.), all members of the Working Group on Venous
Thromboembolism of the SIAPAV Research Center.

All members of SIAPAV affiliates were invited to participate in the survey, which
was made available on the official website of the Society. Each question was multiple
choice and participants had to choose only one option corresponding to their actual clinical
practice. All individual responses were collected anonymously and entered into a specific
database (Survey Monkey Inc. San Mateo, CA, USA) which was qualified for online survey
development. The list of the 10 questions sent to the participants is reported in Table 1. The
results were analyzed using descriptive statistics, and data were reported as numbers and
related percentages as well as plotted in diagrams.
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Table 1. Questionnaire administered to the participants.

Q1 What is your specialization?
Q2 How many cases of superficial vein thrombosis do you see and treat annually?
Q3 How many of these superficial venous thromboses affect the last 3 cm of the great saphenous vein or the small
saphenous vein or extend close to the sapheno-femoral or sapheno-popliteal junctions?
Q4 What is the first-choice pharmacological treatment for superficial vein thrombosis that is constantly adopted in the
Center where you work?
Q5 What is the optimal duration of the pharmacological treatment you use in the treatment of superficial vein thrombosis?
Q6 With regard to the drug you use in the treatment of superficial vein thrombosis, how do you use the drug?
Is the therapeutic regimen you use prescribed to all patients, regardless of comorbidities (e.g., known thrombophilia,
Q7 cancer, previous VTE, etc.), or is it personalized on the basis of any concomitant disease with a strong thrombogenic
drive that may be present?
Which is your therapeutic strategy for the treatment of superficial vein thrombosis involving the last 3 cm of the great
Q8 saphenous vein or of the small saphenous vein and extended close to the sapheno-femoral or sapheno-popliteal
junctions, respectively?
Q9 You prescribe the drug chosen for the treatment of the iuxta-femoral or iuxta-popliteal superficial vein thrombosis at:
Q10 According to your experience, what should be the optimal duration of the treatment for iuxta-junctional superficial vein

thrombosis?

3. Results

From 1 December 2022 to 20 January 2023, a total of 191 members (31.8% of the total
number of SIAPAV members) answered the questionnaire. The affiliation and the specialty
of the respondents are reported in Table 2.

Table 2. Affiliation and specialty of the participant members.

Angiology 34.54%
Vascular Surgery 23.71%
Internal Medicine 29.38%
Hematology 1.03%
Other 11.34%

Altogether, 8% of them reported managing less than 10 patients with a SVT per year,
58% 10 to 25 patients, and 34% more than 50 patients per year. Seventy-two percent of
clinicians declared that SVT involving the last 3 cm of the great saphenous vein represents
only 5-10% of the total cases of SVT diagnosed in their daily clinical practice; while
22% declared that these forms of SVT represent 10% to 20% of all diagnosed SVT; and
only 6% declared to detect more than 20% of these SVT cases. The majority of clinicians
(65%) prescribe fondaparinux 2.5 mg once-daily for the treatment of patients with SVT;
75% treat SVT for a total of 45 days. Of interest, some of the remaining respondents
decided about duration and dose of anticoagulation based on the results of periodic
ultrasonographic reassessment. In particular, while 106 clinicians (56%) maintained the
same dosing regimen throughout the entire treatment course, 32 (17%) decided on whether
to continue or withdraw anticoagulation based on the results of serial ultrasound scans; and
44 (23%) used ultrasonographic reassessment to decide on dose adjustments. It is worth
mentioning that only one-third of clinicians adopted the same therapeutic regimen for all
patients, whereas 67% of them tailored the regimen according to patients’ comorbidities.
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Most clinicians (89%) considered an SVT extended to less than 3 cm from the sapheno-
femoral junction as a DVT (Q8, Figure 1), and 76.6% prescribed a full therapeutic dose of
anticoagulants as for a proximal DVT, while 14.6% of them adjusted the dose according
to the results of serial ultrasound scans (Q9, Figure 2). One hundred ten clinicians (57%)
prescribed at least a 3-month course of anticoagulation, while fifty-five (29%) decided
treatment the duration of treatment on the basis of a serial ultrasound control (Q10, Figure 3).

0.6

B |t is a SVT like the others,
treatment does not change

B | choose treatment on the basis
of patient concomitant disease

| treat these patients similarly to
those with all other SVT. but |
reconsider the patient closely in
order to intercept extension to
the deep vein system

¥ | consider this thrombotic event
as a deep vein thrombosis and |
treat it as well

Figure 1. Q8: Which is your therapeutic strategy for the treatment of a superficial vein thrombosis
involving the last 3 cm of the great saphenous vein or of the small saphenous vein and extended
close to the sapheno-femoral or sapheno-popliteal junctions, respectively?

16

B Therapeutic dose as a deep
vein thrombosis for the whole
treatment duration

® Variable dose on the basis of
patient comorbidities
Variable dose on the basis of
pre-ordinated ultrasonographic
controls

m Other

Figure 2. Q9: You prescribe the drug chosen for the treatment of the iuxta-femoral or iuxta-popliteal
superficial vein thrombosis at.
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B 3 months as deep vein thrombosis

® 45 days as all the other superficial vein
thrombosis
Assess for treatment duration on the
basis of serial ultrasonographic controls

B Assess for the treatment duration on the
basis of the patient symptoms

m Assess for treatment duratoin on the
basis of patient comorbidities
Other
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Figure 3. Q10: According to your experience, what should be the optimal duration of the treatment
for iuxta-junctional superficial vein thrombosis?

4. Discussion

The results of our survey show a substantial heterogeneity in the therapeutic approach
to patients with SVT among experienced vascular physicians and angiologist members
of SIAPAV.

Three important findings emerged from the survey: (1) the vast majority of respon-
dents use parenteral anticoagulants (mainly prophylactic doses of fondaparinux) rather
than direct oral anticoagulants for the treatment of SVT; (2) none of the clinicians prescribed
vitamin K antagonists; and (3) two-thirds of clinicians appropriately prescribed anticoag-
ulation for a period of 45 days, as recommended by the latest ACCP guidelines on VTE
treatment [9]. Nevertheless, as many as 20-25% of clinicians adopted a different therapeutic
strategy and treated SVT with different drugs, regimens, and treatment durations guided
by imaging, location and extension of the thrombus, and patients’ comorbidities, which
may eventually increase costs and utilization of health care resources. Similarly, substantial
heterogeneity emerged with regard to the management of iuxta-femoral SVT (i.e., SVT
involving the last 3 cm of the great saphenous vein and the sapheno-femoral junction), in
particular with regard to the anticoagulant drug dose and to the optimal duration of therapy.
However, even if 89% of clinicians considered iuxta-femoral SVT as a DVT, only 57% of
them actually treated it with full-dose anticoagulants for at least 3 months, despite the lack
of evidence to support such an approach and the absence of specific recommendations
from the most important international guidelines [9,10]. We are aware of only one expert
opinion paper in which the author suggested therapeutic doses of anticoagulant drugs as
for DVT in patients with a proximal SVT extension < 3 cm to the sapheno-femoral junction.
However, the same author acknowledges that the proposed treatment algorithm has never
been formally validated [8].

We need to acknowledge that surgical procedures have been deliberately excluded
from the questionnaire as potential therapeutic strategies. Surgery plays an uncertain role
in the management of SVT, and the two most recent versions of the ACCP guidelines in
2016 and 2021 did not provide any suggestion or recommendation for surgery in SVT
patients [9,12].

5. Conclusions

The therapeutic approach for SVT extended to the iuxta-femoral segment of the great
saphenous vein involving the common femoral vein is still matter of debate, and data to
support therapeutic strategies are lacking. The results of this survey showed heterogeneity
in the overall management of SVT patients and, as expected, this also applies to patients
with a more extended form of thrombosis, although the majority of respondents considered
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SVT extended to the iuxta-femoral segment as being more similar to DVT than to other
forms of SVT.

A randomized controlled clinical trial investigating the efficacy and the safety of
tailored therapeutic regimen in this particular subgroup of patients is strongly warranted.

Author Contributions: G.C., PD.M., M.D.N,, PP. and W.A contributed equally to this work. Concep-
tualization, G.C., PD.M., M.D.N., PP. and W.A.; Methodology, G.C., PD.M., M.D.N., P.P. and W.A;
Software, R.C.M.; Validation, G.C., PD.M., M.D.N., PP. and W.A.; Formal Analysis, G.C., PD.M.,
M.D.N,, PP. and W.A; Data Curation, G.C., PD.M., M.D.N,, P.P. and W.A.; Writing—Original Draft
Preparation, G.C.; Writing—Review and Editing, G.C., PD.M., M.D.N., PP. and W.A_; Supervision,
G.C. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki. Ethical review and approval were not applicable for this study.

Informed Consent Statement: Informed consent was not applicable for this study.

Data Availability Statement: Data supporting reported results can be found in the STAPAV Secre-
tariat database.

Acknowledgments: We wish to acknowledge all the SIAPAV affiliates that answered the question-
naire making this publication possible.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

10.

Frappé, P.; Buchmuller-Cordier, A.; Bertoletti, L.; Bonithon-Kopp, C.; Couzan, S.; Lafond, P.; Leizorovicz, A.; Merah, A.; Presles, E.;
Preynat, P; et al. Annual diagnosis rate of superficial vein thrombosis of the lower limbs: The STEPH community-based study.
J. Thromb. Haemost. 2014, 12, 831-838. [CrossRef] [PubMed]

Geersing, G.J.; Cazemier, S.; Rutten, F.; Fitzmaurice, D.A.; Hoes, A.W. Incidence of superficial vein thrombosis in primary care
and risk of subsequent venous thromboembolic sequelae: A retrospective cohort study performed with routine healthcare data
from the Netherlands. BM] Open 2018, 8, e019967. [CrossRef] [PubMed]

Decousus, H.; Quere, 1; Presles, E.; Becker, F,; Barrellier, M.T.; Chanut, M.; Gillet, ].L.; Guenneguez, H.; Leandri, C.; Mismetti, P;
et al. Superficial venous thrombosis and venous thromboembolism. A large, prospective epidemiologic study. Ann. Intern. Med.
2010, 152, 218-224. [CrossRef] [PubMed]

Genty, C.; Sevestre, M.-A ; Brisot, D.; Lausecker, M.; Gillet, J.-L.; Rolland, C.; Righini, M.; Leftheriotis, G.; Bosson, J.-L.; Quere, L;
et al. Predictive factors for concurrent deep-vein thrombosis and symptomatic venous thromboembolic recurrence in case of
superficial venous thrombosis. The OPTIMEV Study. Thromb. Haemost. 2011, 105, 31-39. [CrossRef] [PubMed]

Cosmi, B.; Filippini, M.; Tonti, D.; Avruscio, G.; Ghirarduzzi, A.; Bucherini, E.; Camporese, G.; Imberti, D.; Palareti, G.; The
STEFLUX Investigators. A randomized double-blind study of low-molecular heparin (parnaparin) for superficial vein thrombosis:
STEFLUX (Superficial ThromboEmbolism and Fluxum). J. Thromb. Haemost. 2012, 10, 1026-1035. [CrossRef] [PubMed]
Decousus, H.; Prandoni, P.; Mismetti, P.; Bauersachs, R.M.; Boda, Z.; Brenner, B.; Laporte, S.; Matyas, L.; Middeldorp, S.;
Sokurenko, G.; et al. Fondaparinux for the treatment of superficial-vein thrombosis in the legs. N. Engl. ]. Med. 2010, 363,
1222-1232. [CrossRef] [PubMed]

Beyer-Westendorf, J.; Schellong, S.M.; Gerlach, H.; Rabe, E.; Weitz, ].I.; Jersemann, K.; Sahin, K.; Bauersachs, R.; SURPRISE
Investigators. Prevention of thromboembolic complications in patients with superficial-vein thrombosis given rivaroxaban
or fondaparinux: The open-label, randomized, non-inferiority SURPRISE phase 3b trial. Lancet Haematol. 2017, 4, e105—e113.
[CrossRef] [PubMed]

Beyer-Westendorf, ]. Controversies in venous thromboembolism: To treat or not to treat superficial vein thrombosis. Hematol. Am.
Soc. Hematol. Educ. Program 2017, 2017, 223-230. [CrossRef] [PubMed]

Stevens, S.M.; Woller, S.C.; Kreuziger, L.B.; Bounameaux, H.; Doerschug, K.; Geersing, G.J.; Huisman, M.V.; Kearon, C.; King, C.S,;
Knighton, A.J.; et al. Antithrombotic Therapy for VTE Disease: Second Update of the CHEST Guideline and Expert Panel Report.
Chest 2021, 160, e545-e608. [CrossRef] [PubMed]

Ortel, T.L.; Neumann, I.; Ageno, W.; Beyth, R.; Clark, N.P,; Cuker, A.; Hutten, B.A ; Jaff, M.R.; Manja, V.; Schulman, S.; et al.
American Society of Hematology 2020 guidelines for management of venous thromboembolism: Treatment of deep vein
thrombosis and pulmonary embolism. Blood Adv. 2020, 4, 4693-4738. [CrossRef] [PubMed]


https://doi.org/10.1111/jth.12575
https://www.ncbi.nlm.nih.gov/pubmed/24679145
https://doi.org/10.1136/bmjopen-2017-019967
https://www.ncbi.nlm.nih.gov/pubmed/29678975
https://doi.org/10.7326/0003-4819-152-4-201002160-00006
https://www.ncbi.nlm.nih.gov/pubmed/20157136
https://doi.org/10.1160/TH10-06-0406
https://www.ncbi.nlm.nih.gov/pubmed/20886192
https://doi.org/10.1111/j.1538-7836.2012.04727.x
https://www.ncbi.nlm.nih.gov/pubmed/22487001
https://doi.org/10.1056/NEJMoa0912072
https://www.ncbi.nlm.nih.gov/pubmed/20860504
https://doi.org/10.1016/S2352-3026(17)30014-5
https://www.ncbi.nlm.nih.gov/pubmed/28219692
https://doi.org/10.1182/asheducation-2017.1.223
https://www.ncbi.nlm.nih.gov/pubmed/29222259
https://doi.org/10.1016/j.chest.2021.07.055
https://www.ncbi.nlm.nih.gov/pubmed/34352278
https://doi.org/10.1182/bloodadvances.2020001830
https://www.ncbi.nlm.nih.gov/pubmed/33007077

Medicina 2023, 59, 1068 70f7

11. Prandoni, P; Pesavento, R.; Bilora, F.; Fernandez Reyes, J.L.; Madridano, O.; Soler, S.; Monreal, M.; the RIETE Investigators. No
difference in outcome between therapeutic and preventive anticoagulation in patients with superficial vein thrombosis involving
the saphenous-femoral junction. Vasc. Med. 2022, 27, 290-292. [CrossRef] [PubMed]

12. Kearon, C.; Akl E.A ; Ornelas, J.; Blaivas, A.; Jimenez, D.; Bounameaux, H.; Huisman, M.; King, C.S.; Morris, T.A.; Sood, N.;
et al. Antithrombotic Therapy for VTE Disease: CHEST Guideline and Expert Panel Report. Chest 2016, 149, 315-352. [CrossRef]
[PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1177/1358863X211066962
https://www.ncbi.nlm.nih.gov/pubmed/35098818
https://doi.org/10.1016/j.chest.2015.11.026
https://www.ncbi.nlm.nih.gov/pubmed/26867832

	Introduction 
	Materials and Methods 
	Results 
	Discussion 
	Conclusions 
	References

