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Abstract: Background: Nowadays, limb-sparing procedures are the gold standard in the treatment
of soft-tissue sarcomas of the limbs. Wide tumor resection with appropriate oncological margins,
reconstruction, and stabilization of the involved bone and joint and restoration of the soft tissue lost
are essential in order to obtain good clinical and functional outcomes. Tumor excision and soft-tissue
reconstruction performed in one-step surgery is chosen by many centers as the preferred approach;
however, according to our experience in some selected patients, two-step surgery performed using
a dermal regeneration template first and then a margin revision, taking into account the definitive
results of the anatomopathological exam conducted over the surgical specimen from the previous
surgery, associated with definitive reconstruction surgery over a healthy bed of granulated tissue,
showed many potential benefits. Methods: A retrospective observational study was conducted on
thirteen patients who underwent a two-step reconstruction procedure using dermal substitution after
soft-tissue sarcoma excision. Results: Clinically, the enrolled patients achieved excellent contour
and cosmesis of their surgical wounds, with a mean VSS value of 3.07. During the follow-up period,
no local recurrences were observed in any patient. Conclusions: Two-step surgery represents
the most suitable solution to allow surgical radicality with minimal recurrency and adequate soft-
tissue reconstruction, avoiding the possibility of wasting autologous tissue. Our patients generally
embraced this approach and the management that followed.
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1. Introduction

Soft-tissue tumors (STS) are a heterogeneous class of mesenchymal tumors. They
represent less than 1% of all malignant tumors in adults and around 8% of pediatric
malignancies [1]. They have a high mortality rate: the 5-year and 10-year disease-specific
survival rates are around 77% and 71%, respectively [2]. Despite the differences among
the various histopathological subtypes, the majority of soft-tissue sarcomas affect the
extremities, involving the inferior limb in 46% of cases and the upper limb in 13% [3].

In consideration of these specific locations, in past decades, there was a high rate of
limb amputation associated with these malignant tumors (38–27%) [4]. Nowadays, this
rate has become considerably lower and the outcome has decisively improved thanks
to effective radiotherapy and advanced reconstructive surgery techniques, raising the
percentage of limb sarcoma patients who successfully undergo limb-sparing procedures to
90–95 [5,6].

Curr. Oncol. 2024, 31, 2805–2816. https://doi.org/10.3390/curroncol31050213 https://www.mdpi.com/journal/curroncol

https://doi.org/10.3390/curroncol31050213
https://doi.org/10.3390/curroncol31050213
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/curroncol
https://www.mdpi.com
https://orcid.org/0000-0002-1705-7228
https://orcid.org/0000-0003-2321-9665
https://orcid.org/0000-0001-7460-282X
https://doi.org/10.3390/curroncol31050213
https://www.mdpi.com/journal/curroncol
https://www.mdpi.com/article/10.3390/curroncol31050213?type=check_update&version=1


Curr. Oncol. 2024, 31 2806

In order to achieve good outcomes, it is essential to have wide tumor resection with
appropriate oncological margins, reconstruction and stabilization of the involved bone and
joints, and restoration of the soft tissue lost, aiming at limb function preservation from a
multidisciplinary perspective [7].

Tumor excision is defined as “wide” when the distance between the histological tumor
and the excision margins is at least 1 cm, or when the excision distance is less than 1 cm
with an intact anatomical barrier, such as deep or muscle fascia, between the tumor and the
excision margins [8,9].

We can consider an appropriate oncological margin an R0 surgical resection, defined
as negative margins of resection both macroscopically and microscopically [10].

Taking this target into account, similarly to orthopedic infection surgeries, reconstruc-
tion is crucial in order to obtain adequate coverage of the tissue exposed and of the potential
synthesis or prosthetic implant [11,12].

Tumor excision and a soft-tissue reconstructive procedure performed in one-step-
surgery is chosen by many centers as the preferred approach; however, two-step-surgery
borrowed from other oncological fields and, in particular, from dermatology finds its
indication in some selected cases [13,14].

A lack of tissue coverage options, comorbidity that can lead to issues with wound
healing, and situations where peri-operative radiation is required—neoadjuvant radiation
reduces the availability of local tissue for cover due to fibrosis and inelasticity of the
surrounding skin, and placing a skin graft over that site would preclude radiation for
4 to 6 weeks [15–17]—are good examples of cases in which two-step-surgery can be a more
advisable strategy.

In addition, this approach can be convenient whenever uncertainties subsist about
obtaining an R0 resection, when definitive margin analysis is pending.

In all these cases, a temporary cover such as a dermal regeneration template can be
applied, bridging the time lapse between definitive wound closure and possible margin
revision surgery [18]. Furthermore, the dermal regeneration template facilitates the forma-
tion of a healthy bed of granulation tissue, which, after negative pathologic margins are
confirmed, allows definitive reconstruction.

The aim of this study is to analyze the outcomes of patients treated for soft-tissue
loss after tumor excision with a two-step procedure when we preferred it over all-in-one
surgery: a dermal regeneration template first and then a margin revision associated with
definitive reconstruction surgery.

2. Materials and Methods

A retrospective observational study was conducted in accordance with the PROCESS
guidelines with approval from the Review Board of our Orthopedic and Traumatology
Institute (the date of the approval session was 22 June 2023). This study observed national
ethical standards and the Declaration of Helsinki [19]. Written informed consent for surgical
and clinical data collection for scientific purposes was obtained from all patients upon
admission and before surgery according to the institutional protocol.

Thirteen patients who underwent a 2-step reconstruction procedure using the Integra®

Dermal Regeneration Template (IDRT, Integra LifeSciences, Princeton, NJ, USA) after soft-
tissue sarcoma excision between January 2020 and December 2022 at Gemelli University
Hospital were included. Data regarding each patient’s age, tumor type and location,
defect size, and resection margins were recorded. The inclusion criteria were as follows: a
diagnosis of soft-tissue sarcoma, great loss of tissue substance after tumor excision needing
coverage, and at least one year of follow-up. The exclusion criteria were patients under
18 years old, sarcomas of the bone, and patients lost at follow-up.

Every procedure was performed by the same surgical team, composed of two surgeons
who were experts in orthoplastic (E.P and C.F) and one surgeon who was an expert in
oncologic orthopedic surgery (G.M).
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Every patient underwent—as a first surgical step—wide tumor excision, intraop-
erative frozen section analysis, and the application of a dermal substitute to cover the
soft-tissue loss. Preoperatively, antibiotic prophylaxis was administered using Cephazoline
2 g intravenously when not contraindicated, as per the protocol of our institute [20].

Integra® was used as a dermal substitute in all the procedures. It is a bilayer membrane
with a dermal layer, consisting of a regular matrix of bovine-derived collagen fibers and
chondroitin-6-sulfate, and a silicone sheet surface layer, acting as a replacement for the
skin’s “barrier function” during the first weeks after grafting. The dermal substitute was
meshed before application to reduce the risk of postoperative hematoma. The size of the
defect was assessed using analog rulers to measure both the maximum length and width in
the cross-sectional area.

Outpatient clinical evaluation was carried out one week after discharge, and signs of
infection or necrosis of the surgical site and integrity of the dermal substitute were assessed.

After receiving definitive histological exam results and discussing the therapeutic
strategy in a multidisciplinary meeting, patients underwent reconstructive surgery through
either skin grafting or musculocutaneous flap coverage. During the surgery, based on the
results of the histological examination, the possibility of widening the resection margins
was considered.

At post-second-stage outpatient visits, the surgical area was assessed for signs of
infection, graft take, and adherence or flap survival, along with an overall evaluation
of wound healing progress. The Vancouver Scar Scale (VSS) was used to monitor the
progress of scars, considering several features, such as pigmentation, vascularity, pliability,
height, and overall appearance. An evaluation of patient satisfaction and an assessment of
functional outcomes through Visual Analogue Scales (VAS), as well as the determination of
the need for any further surgical intervention, were considered.

3. Results

A total of thirteen patients, six males and seven females, underwent two-stage recon-
structive surgery after soft-tissue tumor resection during our study period. The mean age
was 57.54 years (ranging from 41 to 72 years). The pathological diagnoses were different
among the patients, and the tumors were excised from eight different anatomical districts
[Tables 1 and 2].

Table 1. Tumor characteristics: histological types of the tumors.

Histological Type of the Tumor Frequency (% of the Population Treated)

Leiomyosarcoma 3 (23%)
Undifferentiated pleomorphic sarcoma 2 (15.4%)
Extraskeletal myxoid chondrosarcoma 2 (15.4%)

Dedifferentiated liposarcoma 1 (7.7%)
Synovial sarcoma 2 (15.4%)

Dermatofibrosarcoma protuberans 2 (15.4%)
High-grade spindle cell sarcoma 1 (7.7%)

Table 2. Tumor characteristics: localization of tumors.

Localization of the Tumor Number of Patients (% of the Population Treated)

Thigh 3 (23%)
Knee 1 (7.7%)

Forearm 2 (15.4%)
Hand 1 (7.7%)
Foot 1 (7.7%)
Leg 2 (15.4%)

Proximal Humerus 1 (7.7%)
Scapula 2 (15.4%)
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In all the patients, the formation of a well-vascularized neo-dermis was observed prior
to the second procedure.

Among thirteen patients, nine underwent a reconstructive surgical procedure using a
fasciocutaneous or muscular flap to cover the tissue loss, while the remaining four patients
required only a skin graft.

Different types of flaps were used, such as the free flap of the latissimus dorsi, the free
anterolateral thigh flap, the perforator radial forearm flap, and the gastrocnemius flap [21]
[Table 3]. No intraoperative complications were reported. The average time between the
first and second surgical steps was 32.30 days, and the median was 31.

Table 3. Reconstruction characteristics.

Types of Reconstruction Number of Patients (% of the Population Treated)

Skin graft 4 (31%)
Latissimus dorsi free flap 3 (23%)

Perforator radial forearm flap 2 (15.4%)
Anterolateral thigh flap 3 (23%)

Grastrocnemius flap 1 (7.7%)

In eight cases, an enlargement of the resection margins was necessary [Table 4]. The
mean follow-up for our patients was 13.8, ranging from 6 to 38 months, and the median
value was 11.

Table 4. Necessity of margin widening.

Number of Patients (% of the Population Treated)

Yes 8 (61.5%)

No 5 (38.5%)

Postoperatively, in two cases, we observed a partial failure of flap survival, with the
necessity for the patients to undergo subsequent reconstruction surgery.

Clinically, the enrolled patients achieved excellent contour and cosmesis of the surgical
wound, with a mean VSS value of 3.07.

The patients experienced good aesthetic outcomes for their surgical scars, with a mean
satisfaction rate of 8.3 on a scale from 1 to 10. The mean satisfaction rate for clinical and
surgical management during treatment was 8.2 [Figure 1].
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Figure 1. Numbers of patients reporting each outcome score on the Vancouver Scar Scale (a),
Management Satisfaction VAS Scale (b), and Aesthetic and Functional Satisfaction VAS Scale (c).

During the follow-up period, no local recurrences were observed in any patient,
although three patients experienced distant metastases.

4. Discussion

In recent decades, advancements in multidisciplinary therapy and limb-sparing
surgery have markedly enhanced the quality of life and oncologic outcomes for patients
with soft-tissue sarcomas (STS) [22]. Traditionally, a one-step approach involving excision
and reconstructive surgery has been standard, typically utilizing either skin grafts or lo-
cal/distant myocutaneous, muscular, or fasciocutaneous flaps [18]. However, in select
cases, we have found that a two-step approach, utilizing a dermal substitute like Integra
initially to cover the excision site, followed by definitive reconstruction surgery after con-
firming negative margins via anatomopathological examination, offers numerous benefits.
Patients who deserved to be considered for a two-step procedure were those diagnosed
with multiple-tissue tumors (involving different tissues), with large dimensions and high
grades, with a tendency to recur (in some cases, patients have come to our attention with
the recurrence of a tumor already treated elsewhere); indeed, these are the cases where the
soft-tissue loss is more significant and it is most important to be certain of the negativity of
the margins.

Radical excision surgery is pivotal in the comprehensive treatment of STS, aiming
to minimize local recurrence, perioperative complications, and mortality while maximiz-
ing function and long-term survival [23]. A successful resection should achieve wide
excision with microscopically negative margins (R0) (total en bloc excision of the tumor
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without violation, with an adequate margin of normal tissue), adhering to the estab-
lished clinical practice guidelines of the National Comprehensive Cancer Network and
ESMO-EURACAN [24,25]. The goal should be to remove the tumor with at least 1 cm of
surrounding normal tissue in all directions or including a fascia barrier, preserving the
neuro-vascular structure as much as possible [26] [Figure 2].
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Achieving negative margins is crucial, as positive margins significantly correlate with
adverse prognostic outcomes and an increased risk of tumor-related mortality [27,28].

Positive margins correlate with tumor-related mortality, as was suggested by the study
of Pister for the first time back in 1996 and then consistently confirmed by other subsequent
studies [29–31]. Moreover, the status of the surgical margin is the factor with the most
profound effect on local recurrence, reported consistently in the literature to be around 20%,
emphasizing the importance of achieving clear margins during initial surgery [32].

In 2012, Biau et al. performed a study on a cohort of 1668 patients with an STS of the
extremities and trunk, showing a 3.3 times greater risk of developing local recurrence in
patients with positive margins compared with those who had negative surgical margins [33].
A Scandinavian Sarcoma group project found that the crude local recurrence rate was 17%
among patients who underwent final treatment for primary tumors at a sarcoma center [34].

While single-stage surgery is preferred by many surgeons due to its immediate benefits,
such as enabling prompt adjuvant therapy, early rehabilitation, minimal fibrosis, and scar
tissue formation, avoiding the placement and management of vacuum-assisted closure
devices, which are commonly used in cases of delayed reconstruction [19], single-stage
surgery does also come with some limitations.

According to a study conducted by Makoto, the overall complication rate (includ-
ing inflection flap failure and dehiscences) after a reconstructive procedure performed
right after excision was around 12%, reaching 43% in patients who received a free tissue
transplant [35].

Additionally, the need for subsequent surgeries to widen margins in cases of positive
results from anatomopathological tests can complicate the reconstruction process and pose
challenges for patients, particularly those with comorbidities or prior radiation therapy.
Siegel et al., in 2016, stood for staged reconstruction after estimating that around 16% of his
patient cohort treated with immediate reconstruction required a second surgery to achieve
positive results of the anatomopathological test [36].

In all these circumstances, an intervention is necessary, leading to new reconstruction
of the soft tissue, complicated and limited in options by the previous reconstructive surgery,
probably wasting the flap or graft previously performed. This can be very challenging for
patients, especially in older adults with comorbidities who have had radiation, causing
long-term toxicity for re-irradiation, wound complications, and osteonecrosis [37].
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Even if a frozen extemporaneous test is performed on the lesion intraoperatively, with
a single-step approach in mind, the result is only partially reliable in deciding to extend the
surgical margin and to perform a definitive coverage surgery.

The specimen should be correctly sampled and reach the laboratory as soon as possible,
and even if this process is perfectly executed, surgeons should consider its limitation: a
definitive frozen section does not guarantee a negative final margin [6].

To evaluate the reliability of extemporaneous intraoperative tests, we can analyze the
data presented in some studies conducted in other fields of oncological surgery, where this
procedure is routinely used to test lymph nodes to execute a one-step lymphadenectomy.

The frozen section method is characterized by an accuracy of 79–98%, a sensitivity of
55–91%, and a false negative rate of 9–45% [38]. In the group of patients with malignant
melanoma examined by Nizolek et al., sensitivity was 66.7%, and no false positives were
observed [39]. Gipponi et al. evaluated 169 patients, and in their examinations, they
demonstrated false negative results of 5.3% [40]. In patients with breast cancer, according
to the literature, the sensitivity of the frozen section method ranges between 75% and
90% [41].

Therefore, we believe that waiting for the results of the definitive anatomopatholog-
ical examination before planning the reconstruction is a solid option in some cases, as
extemporaneous anatomopathological tests are only partially reliable.

Using a dermal substitute can be an excellent way to offer good-quality tissue coverage,
supporting our two-step approach. Meanwhile, the results are available, allowing the tumor
to be studied and the case discussed at the tumor board [16].

In our experience, two-step surgery represents the most suitable solution for some
patients to allow surgical radicality with minimal recurrency and adequate soft-tissue
reconstruction. During the first surgery, a dermal substitute is placed; in the second, the
margins are widened, and definitive coverage is performed.

The approach applied to our series of patients comprises a first stage that involves the
excision of the tumor, the acquisition of the specimen for the extemporaneous and defini-
tive anatomopathological test, and the application of the Integra® Dermal Regeneration
Template (IDRT, Integra LifeSciences, Princeton, NJ, USA) to achieve temporary coverage
of the residual soft-tissue defect. The template used in our cases is a bi-layered dermal
substitute composed of a collagen–glycosaminoglycan matrix layer and a semipermeable
silicone layer, which functions as a temporary epidermis [42]. The migration of fibroblasts,
macrophages, and endothelial cells into the matrix allows dermal regeneration and the
creation of native collagen, in which fibroblasts replace the dermal substitute progressively.
Meanwhile, we can also witness the development of a new vascular network.

The artificial dermis offers many advantages in our surgical plan: immediate avail-
ability, the possibility to cover large defects, minimal donor-site morbidity, good cosmetic
results with optimal contouring, and minimized scarring and hypertrophy [43] [Figure 3].
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After surgery, patients can take advantage of a dedicated clinic for advanced medi-
cation thanks to which we can take care of patients’ wounds. Therefore, patients can be
safely discharged after 3–5 days of postoperative observation and have regular dressing
replacements (1–2 times a week) while waiting for the final anatomopathological report
and the second surgery.

After a lapse of time, which, in our series, was an average of 32.3 days, patients
underwent a second surgery. This time, although it may seem very long, takes into
consideration that the definitive anatomopathological examination takes time to perform;
also, proper characterization of the tumor with immunohistochemical investigations is
time-consuming and, in addition, a dedicated operating room must be organized that also
requires specific timelines. Just removing the superficial layer of the dermal substitute, we
could easily perform an extension of the surgical margins when required (8 cases in our
series). In our series, the resection margins of all patients who underwent widening surgery
were too close to those of the tumor (2–5 mm) at final anatomopathological examination. So,
during the second surgery, we proceeded to widen the margins until we reached the criteria
for a “wide” resection that guarantees us good oncologic radicality, albeit while sacrificing
the newly formed granulation tissue, due to the application of Integra®. All patients showed
negative and adequate margins at extemporaneous and definitive anatomopathological
examination performed on the specimen harvested during the second surgery.

During the same surgery, we also accomplished the final reconstruction of the soft-
tissue lost using a graft, a local flap, or a free flap (in cases where the need to widen the
resection margins during the second surgery resulted in the additional loss of tissues such
that a flap had to be set up to be filled, and in few cases where we also felt that a better
cosmetic result could be achieved by restoring the anatomic volumes of the district with a
flap) without any limitation from the previous surgery, and proper planning was elaborated
during the time interval between surgeries.

At the follow-up examination, none of the patients presented local recurrence, unlike
any other patients of the series in the literature previously presented who were treated with
a single-step approach.

We achieved good functional results in all patients regardless of the chosen recon-
structive technique, evaluated by the Vancouver Scar Scale, a visual scale widely adopted
as a method for evaluating burn scars through a semi-quantitative approach. This scale,
frequently employed, documents changes in scar appearance throughout the healing and
treatment process, making it one of the most commonly utilized measures for assessing
scars [44].

We also assessed the patients’ satisfaction with the management of their cases and
their aesthetic and functional outcomes using the VAS scale, obtaining good results overall
[Figure 4].

Comparing our results with literature findings is still very hard because of the current
inconsistency between studies due to the wide range of measurement scales available,
limiting the possibility of comparison between studies without a consistent and unbiased
system that measures functional outcomes after limb-salvage surgery for STS [45].

In two patients of our series, we reported at least partial failure of the free flap used
to cover tissue loss in the secondary surgery. Both cases were resolved with minimal
excision and coverage with a skin graft. This high reintervention rate of free flaps can be
justified by the quality of tissue found under the dermal substitute. As mentioned above,
dermal regeneration is favored by fibroblasts, macrophages, and endothelial cells migrating
into the matrix, with fibroblasts progressively replacing the dermal substitute. In our
experience, this repair process can alter the quality of vascular tissue, making microvascular
anastomosis less reliable. This can be considered a potential flaw of this technique.
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Some examples of two-stage procedures with the use of dermal substitutes with
good results are found in the literature, mainly in the field of dermatology, but to our
knowledge, no similar experience applied to soft-tissue sarcomas (STS) in the orthopedic
field specifically is described in the literature [46,47].

The retrospective aspect of this study, the small number of patients, the inclusion of
both skin grafts and flaps, and the quite long lapse between the first and second surgeries
(which we aim to reduce to drastically improve our multidisciplinary management of
patients) are considered limitations of this study. Unfortunately, inevitably, for some of
our patients, this two-step approach resulted in a little delay in the initiation of radiation
therapy because we never started radiation therapy protocols on patients to whom Integra
had been applied for closing their wounds. In the literature, however, there are data on
the possibility of applying small doses of radiation therapy on Integra while keeping the
underlying tissue viable; this information, although currently limited to a few cases and
applied in fields other than orthopedics, could be a valuable path to investigate in order to
implement and improve our approach [48]. Moreover, a limitation of our study is also the
fact that in some cases in the literature, following an R1 resection, adjuvant radiotherapy
is performed, but the comparison between this method and the choice to proceed with
a new surgical resection to widen the margin was not analyzed; however, this could be
an opportunity to explore the issue further in a subsequent article. Further studies are
needed to support our two-step approach, but in our preliminary experience, we found
unquestionable advantages of subjecting patients to reconstruction with the certainty of
histologically negative margins, which, in a high percentage of cases, is not guaranteed by
the initial extemporaneous histologic examination performed with a single-step approach
in mind. The 0% incidence local recurrence, thus far, seems promising if compared with
the results that can be found in the literature, even if longer follow-up is needed. Indeed,
these results are affected by the bias produced by the short follow-up (13.8 on average), so
they need to be evaluated with prudence. We are continuing the follow-up of the patients
included in this study to provide new data on the rate of local recurrence in the future, after
a longer follow-up.

5. Conclusions

In our experience, we found that implementing a two-step approach with the use of a
dermal substitute was particularly beneficial for select patients. This method facilitated
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the creation of a new dermal layer, thereby improving the effectiveness of reconstructive
techniques. By adopting this two-stage procedure, surgeons could confidently achieve radi-
cal excision, thus reducing the risk of recurrence. Furthermore, it offered the flexibility to
make necessary adjustments promptly in cases of incomplete excision, thereby preventing
the unnecessary depletion of autologous tissue. Overall, our patients responded positively
to this approach and the subsequent care provided.

Author Contributions: Conceptualization, C.F. and E.P.; methodology, C.F.; software, F.C.; validation,
E.P., G.M. and P.F.; formal analysis, L.C.; investigation, M.R.M. and M.C.; resources, G.R.; data cura-
tion, M.R.M. and R.V.; writing—original draft preparation, M.C., M.R.M. and F.C.; writing—review
and editing, M.C., C.F. and R.V.; visualization, G.R.; supervision, C.F. and G.R.; project administration,
L.C.; funding acquisition, G.M. and G.R. All authors have read and agreed to the published version
of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: This study was conducted in accordance with the Declaration
of Helsinki and approved by the Institutional Review Board of the Orthopedic and Traumatology
Institute of the Università Cattolica del Sacro Cuore—Roma. As this is approval from the Review
Board of Orthopedic and Traumatology Institute, there is no code. The approval date was 22 June 2023.

Informed Consent Statement: Informed consent was obtained from all subjects involved in this study.

Data Availability Statement: The datasets used and/or analyzed during the current study are
available from the corresponding author on reasonable request.

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

References
1. Kunisada, T.; Nakata, E.; Fujiwara, T.; Hosono, A.; Takihira, S.; Kondo, H.; Ozaki, T. Soft-tissue sarcoma in adolescents and young

adults. Int. J. Clin. Oncol. 2023, 28, 1–11. [CrossRef]
2. Eilber, F.C.; Brennan, M.F.; Eilber, F.R.; Dry, S.M.; Singer, S.; Kattan, M.W. Validation of the postoperative nomogram for 12-year

sarcoma-specific mortality. Cancer 2004, 101, 2270–2275. [CrossRef]
3. Lawrence, W., Jr.; Donegan, W.L.; Natarajan, N.; Mettlin, C.; Beart, R.; Winchester, D. Adult soft tissue sarcomas. A pattern of care

survey of the American College of Surgeons. Ann. Surg. 1987, 205, 349–359. [CrossRef] [PubMed]
4. Popov, P.; Tukiainen, E.; Asko-Seljaavaara, S.; Huuhtanen, R.; Virolainen, M.; Virkkunen, P.; Blomqvist, C. Soft tissue sarcomas of

the lower extremity: Surgical treatment and outcome. Eur. J. Surg. Oncol. 2000, 26, 679–685. [CrossRef]
5. Wiklund, T.; Huuhtanen, R.; Blomqvist, C.; Tukiainen, E.; Virolainen, M.; Virkkunen, P.; Asko-Seljavaara, S.; Björkenheim, J.M.;

Elomaa, I. The importance of a multidisciplinary group in the treatment of soft tissue sarcomas. Eur. J. Cancer 1996, 32, 269–273.
[CrossRef]

6. Endo, M.; Lin, P.P. Surgical margins in the management of extremity soft tissue sarcoma. Chin. Clin. Oncol. 2018, 7, 37. [CrossRef]
[PubMed]

7. Salerno, K.E.; Alektiar, K.M.; Baldini, E.H.; Bedi, M.; Bishop, A.J.; Bradfield, L.; Chung, P.; DeLaney, T.F.; Folpe, A.; Kane, J.M.;
et al. Radiation Therapy for Treatment of Soft Tissue Sarcoma in Adults: Executive Summary of an ASTRO Clinical Practice
Guideline. Pract. Radiat. Oncol. 2021, 11, 339–351. [CrossRef] [PubMed]

8. Eilber, F.R.; Eckardt, J. Surgical management of soft tissue sarcomas. Semin. Oncol. 1997, 24, 526–533.
9. Fujiwara, T.; Sumathi, V.; Parry, M.; Stevenson, J.; Tsuda, Y.; Kaneuchi, Y.; Jeys, L. The role of surgical margin quality in

myxofibrosarcoma and undifferentiated pleomorphic sarcoma. Eur. J. Surg. Oncol. 2021, 47, 1756–1762. [CrossRef]
10. Tunn, P.U.; Kettelhack, C.; Dürr, H.R. Standardized approach to the treatment of adult soft tissue sarcoma of the extremities.

Recent Results Cancer Res. 2009, 179, 211–228. [CrossRef]
11. Rovere, G.; Smakaj, A.; Calori, S.; Barbaliscia, M.; Ziranu, A.; Pataia, E.; Maccauro, G.; De Mauro, D.; Liuzza, F. Use of muscular

flaps for the treatment of knee prosthetic joint infection: A systematic review. Orthop. Rev. 2022, 14, 33943. [CrossRef] [PubMed]
12. Rovere, G.; De Mauro, D.; D’Orio, M.; Fulchignoni, C.; Matrangolo, M.R.; Perisano, C.; Ziranu, A.; Pataia, E. Use of muscular

flaps for the treatment of hip prosthetic joint infection: A systematic review. BMC Musculoskelet. Disord. 2021, 22 (Suppl. S2), 1059.
[CrossRef] [PubMed]

13. Sanniec, K.J.; Velazco, C.S.; Bryant, L.A.; Zhang, N.; Casey, W.J., III; Mahabir, R.C.; Rebecca, A.M. Immediate versus Delayed
Sarcoma Reconstruction: Impact on Outcomes. Sarcoma 2016, 2016, 7972318. [CrossRef] [PubMed]

14. Parikh, R.P.; Sacks, J.M. Lower Extremity Reconstruction After Soft Tissue Sarcoma Resection. Clin. Plast. Surg. 2021, 48, 307–319.
[CrossRef] [PubMed]

15. Kadam, D. Limb salvage surgery. Indian J. Plast. Surg. 2013, 46, 265–274. [CrossRef] [PubMed]

https://doi.org/10.1007/s10147-022-02119-7
https://doi.org/10.1002/cncr.20570
https://doi.org/10.1097/00000658-198704000-00003
https://www.ncbi.nlm.nih.gov/pubmed/3566372
https://doi.org/10.1053/ejso.2000.0980
https://doi.org/10.1016/0959-8049(95)00520-x
https://doi.org/10.21037/cco.2018.08.10
https://www.ncbi.nlm.nih.gov/pubmed/30173528
https://doi.org/10.1016/j.prro.2021.04.005
https://www.ncbi.nlm.nih.gov/pubmed/34326023
https://doi.org/10.1016/j.ejso.2020.11.144
https://doi.org/10.1007/978-3-540-77960-5_13
https://doi.org/10.52965/001c.33943
https://www.ncbi.nlm.nih.gov/pubmed/35774925
https://doi.org/10.1186/s12891-021-04945-8
https://www.ncbi.nlm.nih.gov/pubmed/34949162
https://doi.org/10.1155/2016/7972318
https://www.ncbi.nlm.nih.gov/pubmed/27478403
https://doi.org/10.1016/j.cps.2021.01.007
https://www.ncbi.nlm.nih.gov/pubmed/33674052
https://doi.org/10.4103/0970-0358.118603
https://www.ncbi.nlm.nih.gov/pubmed/24501463


Curr. Oncol. 2024, 31 2815

16. Deneve, J.L.; Turaga, K.K.; Marzban, S.S.; Puleo, C.A.; Sarnaik, A.A.; Gonzalez, R.J.; Sondak, V.K.; Zager, J.S. Single-institution
outcome experience using AlloDerm® as temporary coverage or definitive reconstruction for cutaneous and soft tissue malignancy
defects. Am. Surg. 2013, 79, 476–482. [CrossRef] [PubMed]

17. Abouarab, M.H.; Salem, I.L.; Degheidy, M.M.; Henn, D.; Hirche, C.; Eweida, A.; Uhl, M.; Kneser, U.; Kremer, T. Therapeutic
options and postoperative wound complications after extremity soft tissue sarcoma resection and postoperative external beam
radiotherapy. Int. Wound J. 2018, 15, 148–158. [CrossRef]

18. Radtke, C.; Panzica, M.; Dastagir, K.; Krettek, C.; Vogt, P.M. Soft Tissue Coverage of the Lower Limb following Oncological
Surgery. Front. Oncol. 2016, 5, 303. [CrossRef] [PubMed]

19. World Medical Association. World Medical Association Declaration of Helsinki: Ethical principles for medical research involving
human subjects. JAMA 2013, 310, 2191–2194. [CrossRef]

20. Ziranu, A.; Lillo, M.; Fantoni, M.; Maffulli, N.; Maccauro, G. Single dose cefazolin is safe and effective for pre-operative
prophylaxis in orthopaedic oncology. J. Biol. Regul. Homeost. Agents 2018, 32 (Suppl. S1), 45–49.

21. Fulchignoni, C.; Rovere, G.; Greco, T.; Perisano, C.; Smakaj, A.; Fidanza, A.; Rocchi, L.; Pataia, E. Versatility of the perforator radial
artery flap in the reconstruction of the upper limbs and comparison of the outcomes with the “classic” radial flap, a retrospective
study. J. Orthop. 2023, 44, 17–21. [CrossRef] [PubMed]

22. Lucattelli, E.; Lusetti, I.L.; Cipriani, F.; Innocenti, A.; De Santis, G.; Innocenti, M. Reconstruction of upper limb soft-tissue defects
after sarcoma resection with free flaps: A systematic review. J. Plast. Reconstr. Aesthet. Surg. 2021, 74, 755–767. [CrossRef]
[PubMed]

23. Elias, A.D. The clinical management of soft tissue sarcomas. Semin. Oncol. 1992, 19 (Suppl. S1), 19–25. [PubMed]
24. von Mehren, M.; Kane, J.M.; Agulnik, M.; Bui, M.M.; Carr-Ascher, J.; Choy, E.; Connelly, M.; Dry, S.; Ganjoo, K.N.; Gonzalez, R.J.;

et al. Soft Tissue Sarcoma, Version 2.2022, NCCN Clinical Practice Guidelines in Oncology. J. Natl. Compr. Cancer Netw. 2022, 20,
815–833. [CrossRef] [PubMed]

25. Casali, P.G.; Abecassis, N.; Aro, H.T.; Bauer, S.; Biagini, R.; Bielack, S.; Bonvalot, S.; Boukovinas, I.; Bovee, J.V.M.G.; Brodowicz, T.;
et al. Soft tissue and visceral sarcomas: ESMO-EURACAN Clinical Practice Guidelines for diagnosis, treatment and follow-up.
Ann. Oncol. 2018, 29 (Suppl. S4), iv51–iv67, Erratum in Ann. Oncol. 2018, 29 (Suppl. S4), iv268–iv269. [CrossRef] [PubMed]

26. McKee, M.D.; Liu, D.F.; Brooks, J.J.; Gibbs, J.F.; Driscoll, D.L.; Kraybill, W.G. The prognostic significance of margin width for
extremity and trunk sarcoma. J. Surg. Oncol. 2004, 85, 68–76. [CrossRef] [PubMed]

27. Eilber, F.C.; Rosen, G.; Nelson, S.D.; Selch, M.; Dorey, F.; Eckardt, J.; Eilber, F.R. High-grade extremity soft tissue sarcomas: Factors
predictive of local recurrence and its effect on morbidity and mortality. Ann. Surg. 2003, 237, 218–226. [CrossRef] [PubMed]

28. Chao, A.H.; Mayerson, J.L.; Chandawarkar, R.; Scharschmidt, T.J. Surgical management of soft tissue sarcomas: Extremity
sarcomas. J. Surg. Oncol. 2015, 111, 540–545. [CrossRef] [PubMed]

29. Pisters, P.W.; Leung, D.H.; Woodruff, J.; Shi, W.; Brennan, M.F. Analysis of prognostic factors in 1,041 patients with localized soft
tissue sarcomas of the extremities. J. Clin. Oncol. 1996, 14, 1679–1689. [CrossRef]

30. Sabolch, A.; Feng, M.; Griffith, K.; Rzasa, C.; Gadzala, L.; Feng, F.; Biermann, J.S.; Chugh, R.; Ray, M.; Ben-Josef, E. Risk factors for
local recurrence and metastasis in soft tissue sarcomas of the extremity. Am. J. Clin. Oncol. 2012, 35, 151–157. [CrossRef]

31. Gronchi, A.; Lo Vullo, S.; Colombo, C.; Collini, P.; Stacchiotti, S.; Mariani, L.; Fiore, M.; Casali, P.G. Extremity soft tissue sarcoma in
a series of patients treated at a single institution: Local control directly impacts survival. Ann. Surg. 2010, 251, 506–511. [CrossRef]
[PubMed]

32. Roland, C.L. Soft Tissue Tumors of the Extremity. Surg. Clin. N. Am. 2020, 100, 669–680. [CrossRef] [PubMed]
33. Biau, D.J.; Ferguson, P.C.; Chung, P.; Griffin, A.M.; Catton, C.N.; O’Sullivan, B.; Wunder, J.S. Local recurrence of localized soft

tissue sarcoma: A new look at old predictors. Cancer 2012, 118, 5867–5877. [CrossRef] [PubMed]
34. Trovik, C.S.; Scanadinavian Sarcoma Group Project. Local recurrence of soft tissue sarcoma. A Scandinavian Sarcoma Group

Project. Acta Orthop. Scand. Suppl. 2001, 72, 1–31. [PubMed]
35. Endo, M.; Setsu, N.; Fujiwara, T.; Ishii, T.; Nakagawa, M.; Yahiro, K.; Kimura, A.; Shimada, E.; Nakashima, Y.; Matsumoto, Y.

Diagnosis and Management of Subcutaneous Soft Tissue Sarcoma. Curr. Treat. Options Oncol. 2019, 20, 54. [CrossRef]
36. Siegel, G.W.; Kuzon, W.M., Jr.; Hasen, J.M.; Biermann, J.S. Staged Soft Tissue Reconstruction Following Sarcoma Excision with

Anticipated Large Cutaneous Defects: An Oncologically Safe Alternative. Iowa Orthop. J. 2016, 36, 104–108. [PubMed]
37. Krijgh, D.D.; Smith, J.M.; Tilney, G.; Lyu, H.; Traweek, R.S.; Witt, R.G.; Roubaud, M.J.; Correa, A.M.; Roland, C.L.; Mericli, A.F.

Identifying risk factors and analyzing reconstructive outcomes in patients with lower-extremity soft-tissue sarcoma. J. Plast.
Reconstr. Aesthet. Surg. 2024, 89, 174–185. [CrossRef]

38. Cserni, G.; Amendoeira, I.; Apostolikas, N.; Bellocq, J.P.; Bianchi, S.; Bussolati, G.; Boecker, W.; Borisch, B.; Connolly, C.E.;
Decker, T.; et al. Pathological work-up of sentinel lymph nodes in breast cancer. Review of current data to be considered for the
formulation of guidelines. Eur. J. Cancer 2003, 39, 1654–1667. [CrossRef]

39. Niziołek, A.; Murawa, D. Diagnostic value of intraoperative histopathological examination of the sentinel nodes in breast cancer
and skin melanoma-Preliminary results of single centre retrospective study. Rep. Pract. Oncol. Radiother. 2013, 18, 245–249.
[CrossRef]

40. Gipponi, M.; Bassetti, C.; Canavese, G.; Catturich, A.; Di Somma, C.; Vecchio, C.; Nicolò, G.; Schenone, F.; Tomei, D.; Cafiero,
F. Sentinel lymph node as a new marker for therapeutic planning in breast cancer patients. J. Surg. Oncol. 2004, 85, 102–111.
[CrossRef]

https://doi.org/10.1177/000313481307900522
https://www.ncbi.nlm.nih.gov/pubmed/23635582
https://doi.org/10.1111/iwj.12851
https://doi.org/10.3389/fonc.2015.00303
https://www.ncbi.nlm.nih.gov/pubmed/26793620
https://doi.org/10.1001/jama.2013.281053
https://doi.org/10.1016/j.jor.2023.08.006
https://www.ncbi.nlm.nih.gov/pubmed/37637499
https://doi.org/10.1016/j.bjps.2020.10.065
https://www.ncbi.nlm.nih.gov/pubmed/33277214
https://www.ncbi.nlm.nih.gov/pubmed/1411616
https://doi.org/10.6004/jnccn.2022.0035
https://www.ncbi.nlm.nih.gov/pubmed/35830886
https://doi.org/10.1093/annonc/mdy096
https://www.ncbi.nlm.nih.gov/pubmed/29846498
https://doi.org/10.1002/jso.20009
https://www.ncbi.nlm.nih.gov/pubmed/14755506
https://doi.org/10.1097/01.SLA.0000048448.56448.70
https://www.ncbi.nlm.nih.gov/pubmed/12560780
https://doi.org/10.1002/jso.23810
https://www.ncbi.nlm.nih.gov/pubmed/25335973
https://doi.org/10.1200/JCO.1996.14.5.1679
https://doi.org/10.1097/COC.0b013e318209cd72
https://doi.org/10.1097/SLA.0b013e3181cf87fa
https://www.ncbi.nlm.nih.gov/pubmed/20130465
https://doi.org/10.1016/j.suc.2020.02.015
https://www.ncbi.nlm.nih.gov/pubmed/32402308
https://doi.org/10.1002/cncr.27639
https://www.ncbi.nlm.nih.gov/pubmed/22648518
https://www.ncbi.nlm.nih.gov/pubmed/11381580
https://doi.org/10.1007/s11864-019-0656-z
https://www.ncbi.nlm.nih.gov/pubmed/27528845
https://doi.org/10.1016/j.bjps.2023.12.015
https://doi.org/10.1016/s0959-8049(03)00203-x
https://doi.org/10.1016/j.rpor.2013.03.005
https://doi.org/10.1002/jso.20022


Curr. Oncol. 2024, 31 2816

41. Papadopoulos, N.; Simopoulos, C.; Galazios, G.; Limberis, V.; Romanidis, C.; Lambropoulou, M.; Petrakis, G.; Koutsougeras, G.;
Tamiolakis, D.; Venizelos, J. Retraction. Intraoperative touch imprint cytological analysis of sentinel lymph nodes for the presence
of metastases in breast cancer. Onkologie 2007, 30, 662. [CrossRef]

42. Burke, J.F.; Yannas, I.V.; Quinby, W.C., Jr.; Bondoc, C.C.; Jung, W.K. Successful use of a physiologically acceptable artificial skin in
the treatment of extensive burn injury. Ann. Surg. 1981, 194, 413–428. [CrossRef] [PubMed]

43. Dantzer, E.; Braye, F.M. Reconstructive surgery using an artificial dermis (Integra): Results with 39 grafts. Br. J. Plast. Surg. 2001,
54, 659–664. [CrossRef] [PubMed]

44. Baryza, M.J.; Baryza, G.A. The Vancouver Scar Scale: An administration tool and its interrater reliability. J. Burn. Care Rehabil.
1995, 16, 535–538. [CrossRef] [PubMed]

45. Wiffen, J.; Mah, E. Determining functional outcomes after resection and reconstruction of primary soft tissue sarcoma in the lower
extremity: A review of current subjective and objective measurement systems. J. Surg. Oncol. 2023, 127, 862–870. [CrossRef]
[PubMed]

46. Tufaro, A.P.; Buck, D.W., 2nd; Fischer, A.C. The use of artificial dermis in the reconstruction of oncologic surgical defects. Plast.
Reconstr. Surg. 2007, 120, 638–646. [CrossRef] [PubMed]

47. Marcasciano, M.; Mazzocchi, M.; Kaciulyte, J.; Spissu, N.; Casella, D.; Ribuffo, D.; Dessy, L.A. Skin cancers and dermal substitutes:
Is it safe? Review of the literature and presentation of a 2-stage surgical protocol for the treatment of non-melanoma skin cancers
of the head in fragile patients. Int. Wound J. 2018, 15, 756–768. [CrossRef]

48. Mehta, J.; Eaton, C.; Man, C.B.; Simpson, M.; Parbhoo, A. Adjuvant radiotherapy to a scalp wound reconstructed with Integra &
split thickness skin graft: Foolhardy or wise addition to treatment options of large skin defects? Br. J. Oral. Maxillofac. Surg. 2017,
55, e120. [CrossRef]

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/10.1159/000112011
https://doi.org/10.1097/00000658-198110000-00005
https://www.ncbi.nlm.nih.gov/pubmed/6792993
https://doi.org/10.1054/bjps.2001.3684
https://www.ncbi.nlm.nih.gov/pubmed/11728107
https://doi.org/10.1097/00004630-199509000-00013
https://www.ncbi.nlm.nih.gov/pubmed/8537427
https://doi.org/10.1002/jso.27202
https://www.ncbi.nlm.nih.gov/pubmed/36683344
https://doi.org/10.1097/01.prs.0000270298.68331.8a
https://www.ncbi.nlm.nih.gov/pubmed/17700115
https://doi.org/10.1111/iwj.12924
https://doi.org/10.1016/j.bjoms.2017.08.103

	Introduction 
	Materials and Methods 
	Results 
	Discussion 
	Conclusions 
	References

