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Rezumat

Cancerele cutanate cervico-faciale reprezintd la
momentul actual o provocare terapeuticd majord prin
impactul functional si estetic al regiunii afectate. Desi
excizia chirurgicald reprezintd tratamentul standard, existd
totusi un subset de pacienti care necesitd interventii
reconstructive complexe sau un management oncologic
asociat. Identificarea timpurie a acestor cazuri este vitald
pentru optimizarea conduitei terapeutice.

Am realizat un review narativ al literaturii utilizand
bazele de date oferite de citre PubMed si Google Scholar,
analizand studiile care evalueazd factorii predictivi ai
agresivititii tumorale si ai necesitdtii chirurgiei complexe.

Factorii clinici precum dimensiunea tumorald si
localizarea in zone cu risc crescut (nas, pleoapd, buze) sunt
frecvent asociati cu interventii extinse. Caracteristicile
histopatologice, inclusiv invazia perineurald, diferentierea
slabd si marginile pozitive, influenfeazd semnificativ
complexitatea tratamentului. Biomarkerii inflamatori

*  Spitalul “Sf. Constantin” Brasov
“Sf. Constantin” Hospital, Brasov
**  Dental Elite Brasov

Dental Elite, Brasov

Summary

Cervico-facial skin cancers currently represent a major
therapeutic challenge due to the functional and aesthetic
impact associated with the affected anatomical region.
Although surgical excision remains the standard treatment,
a subset of patients requires complex reconstructive
procedures and/or associated oncological management.
Early identification of these cases is essential for optimizing
therapeutic strategies.

A narrative review of the literature was conducted
using the PubMed and Google Scholar databases, analyz-
ing studies evaluating predictive factors associated with
tumor aggressiveness and the need for complex surgery.

Clinical factors such as tumor size and localization in
high-risk anatomical areas (nose, eyelids, lips) are
frequently associated with extensive surgical interventions.
Histopathological characteristics, including perineural
invasion, poor differentiation, and positive surgical
margins, significantly influence treatment complexity.
Systemic inflammatory biomarkers, including the neutrophil-
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sistemici, printre care se numdrd si raportul dintre
neutrofile/limfocite si proteina C reactivd, pot avea un rol
emergent in evaluarea severitdtii tumorale.

Integrarea acestor factori poate contribui la dezvoltarea
unor modele predictive utile in decizia multidisciplinard si
in optimizarea managementului acestor pacienti.

Cuvinte cheie: predictori clinici, histopatologici, bio-
logici, cancere cutanate cervico-faciale.
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to-lymphocyte ratio and C-reactive protein, may play an
emerging role in the assessment of tumor severity.

The integration of these factors may contribute to the
development of predictive models useful for multi-
disciplinary decision-making and optimization of patient
management.
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factors, cervico-facial skin cancers.
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Introducere

Cancerele cutanate reprezinta la momentul
actual cele mai frecvente forme de neoplazie la
nivel global, carcinomul bazocelular si
carcinomul spinocelular fiind predominante, in
special la nivel cervico-facial [1]. Radiatiile
ultraviolete reprezinta principalul factor etio-
logic, iar incidenta acestor tumori este in con-
tinud crestere la momentul actual [2].

Regiunea cervico-faciald prezintd caracte-
ristici anatomice si functionale complexe, inclu-
zand structuri esentiale precum ochii, nasul si
cavitatea orald [3]. Din acest motiv, tratamentul
chirurgical nu urmareste doar excizia completa a
tumorii, ci si conservarea functionald si estetica.

Marea majoritate a leziunilor pot fi tratate
printr-o excizie simpld, insd in anumite cazuri
sunt necesare interventii chirurgicale extinse si
reconstructii complexe, care pot include utili-
zarea lambourilor locale sau libere [3,4]. In pre-
zent, nu existd un model standardizat care sa
permita identificarea precoce a acestor pacienti.

Scopul acestui review este de a analiza si
sintetiza datele existente privind factorii clinici,
histopatologici si biologici implicati in predictia
necesitatii chirurgiei complexe in cancerele
cutanate cervico-faciale.

Material si Metoda

A fost realizatd o revizuire narativd a
literaturii de specialitate, avand ca obiectiv
identificarea factorilor clinici, histopatologici si
biologici care se pot asocia cu necesitatea chi-
rurgiei complexe in cancerele cutanate cervico-
faciale.

Introduction

Skin cancers are currently the most common
forms of neoplasia worldwide, with basal cell
carcinoma and squamous cell carcinoma being
predominant, particularly in the cervico-facial
region [1]. Ultraviolet radiation represents the
principal etiological factor, and the incidence of
these tumors continues to increase globally [2].

The cervico-facial region presents complex
anatomical and functional characteristics, includ-
ing essential structures such as the eyes, nose,
and oral cavity [3]. Consequently, surgical treat-
ment aims not only at complete tumor excision
but also at preserving both functional and
aesthetic integrity.

The majority of lesions can be treated through
simple excision; however, certain cases require
extensive surgical procedures and complex
reconstructions, including the use of local or free
flaps [3,4]. Currently, no standardized model
exists for the early identification of such patients.

The aim of this review is to analyze and
synthesize the existing evidence regarding the
clinical, histopathological, and biological factors
involved in predicting the need for complex
surgery in cervico-facial skin cancers.

Materials and Methods

A narrative review of the literature was
performed with the objective of identifying
clinical, histopathological, and biological factors
associated with the need for complex surgery in
cervico-facial skin cancers.
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Cautarea bibliografica a fost realizata utili-
zand bazele de date oferite de citre PubMed si
Google Scholar, folosind termeni combinati si
cuvinte cheie relevante, precum: ,facial skin
cancer”, ,cutaneous carcinoma”, ,reconstruction”,
Jpredictors”, ,perineural invasion”, ,NLR” si
,CRP”.

Au fost incluse articole originale (studii
clinice prospective si retrospective), studii obser-
vationale si review-uri publicate In perioada
2000-2025, care au evaluat relatia dintre
caracteristicile tumorale si complexitatea trata-
mentului chirurgical sau necesitatea reconstruc-
tiei avansate.

Criteriile de includere au vizat studiile care
au raportat date privind factorii de prognostic
oncologic (dimensiunea tumorii, localizarea,
gradul de diferentiere histologicd, invazia peri-
neurald si statusul marginilor de rezectie), pre-
cum si biomarkerii inflamatori sistemici.

Au fost excluse toate studiile fard relevanta
directd pentru obiectivul lucrarii, rapoartele de
caz izolate, precum si articolele fara acces la text
integral sau cu date insuficiente pentru analiza.

Selectia studiilor a fost realizatd prin eva-
luarea titlurilor si rezumatelor, urmata de analiza
textului integral al publicatiilor eligibile. Datele
extrase au fost analizate calitativ si sintetizate in
functie de categoria factorilor evaluati.

Rezultate

Factori clinici

Dimensiunea tumorald reprezintd unul dintre
cei mai importanti predictori ai complexitatii
interventiei chirurgicale In cancerele cutanate
cervico-faciale [5]. Tumorile de dimensiuni mari
sunt frecvent asociate cu invazie locald mult mai
extinsd, ceea ce va determina implicit excizii mult
mai largi si, implicit, defecte postoperatorii
semnificativ mai ample [5,6]. Aceste situatii
impun, de cele mai multe ori, utilizarea unor
tehnici reconstructive avansate, precum lambouri
locale sau libere, pentru a restabili continuitatea
tisulard si functionalitatea regiunii afectate [6].

Localizarea tumorald reprezinta un alt factor
clinic esential in aprecierea complexititii trata-
mentului chirurgical [7]. Zonele considerate cu
risc crescut, precum nasul, pleoapele si buzele,
prezinta particularitati anatomice si functionale
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The literature search was conducted using
the PubMed and Google Scholar databases,
employing combined terms and relevant
keywords such as: “facial skin cancer,” “cuta-
neous carcinoma,” “reconstruction,” “pre-
dictors,” “perineural invasion,” “NLR,” and
“CRP.”

Original articles (prospective and retro-
spective clinical studies), observational studies,
and review articles published between 2000 and
2025 were included if they evaluated the
relationship between tumor characteristics and
surgical treatment complexity or the need for
advanced reconstruction.

Inclusion criteria comprised studies reporting
data regarding oncological prognostic factors,
including tumor size, localization, histological
differentiation grade, perineural invasion, and
resection margin status, as well as systemic
inflammatory biomarkers.

Studies lacking direct relevance to the
objective of the review, isolated case reports, and
articles without full-text access or insufficient
data for analysis were excluded.

Study selection was performed through title
and abstract screening, followed by full-text
evaluation of eligible publications. Extracted data
were qualitatively analyzed and synthesized
according to the category of evaluated factors.

Results

Clinical Factors

Tumor size represents one of the most
important predictors of surgical complexity in
cervico-facial skin cancers [5]. Large tumors are
frequently associated with more extensive local
invasion, consequently requiring wider excisions
and resulting in significantly larger postoperative
defects [5,6]. Such situations often necessitate
advanced reconstructive techniques, including
local or free flaps, in order to restore tissue
continuity and regional functionality [6].

Tumor localization constitutes another
essential clinical factor in assessing surgical
treatment complexity [7]. High-risk anatomical
regions, such as the nose, eyelids, and lips,
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constructie ulterioare [7]. In aceste regiuni, obiec-
tivul terapeutic nu se rezumd doar la excizia
completd a leziunii, ci include si conservarea
functiilor esentiale (respiratie, vedere, com-
petenta orald) si obtinerea unui rezultat estetic
acceptabil, ceea ce creste semnificativ dificultatea
interventiei chirurgicale [7,8].

Recidiva tumorala si stadiul avansat al bolii
sunt factori clinici asociati cu un grad
semnificativ crescut de agresivitate terapeutica
[9]. Tumorile recidivante prezintd frecvent
modificdri tisulare secundare interventiilor
anterioare, ceea ce ingreuneaza delimitarea
marginilor de rezectie si creste riscul unor excizii
incomplete [9]. In mod similar, stadiile avansate
sunt corelate cu extinderea locald sau regionald a
bolii, necesitand interventii chirurgicale mai
radicale si, adesea, o abordare multimodala care
poate include radioterapia sau utilizarea
combinatd impreund cu alte metode adjuvante
[9,10].

Factori histopatologici

Caracteristicile histopatologice ale tumorilor
cutanate reprezinta elemente esentiale in eva-
luarea riscului oncologic si in stabilirea conduitei
terapeutice [11]. Acestea oferd informatii impor-
tante privind comportamentul biologic al tumorii
si probabilitatea de extindere locald sau recidiva.

Invazia perineurald este consideratd unul
dintre cei mai importanti factori de prognostic
negativ, fiind asociatd cu o tendintd crescutd de
extensie tumorald de-a lungul traiectelor
nervoase [12]. Prezenta acesteia este corelata
frecvent cu forme mult mai agresive de boald, cu
risc crescut de recidiva locald si cu necesitatea
unor excizii chirurgicale extinse, uneori asociate
cu tratament adjuvant [12].

Gradul de diferentiere tumorald reprezinta
un alt predictor histopatologic important [11].
Tumorile slab diferentiate prezintd, in general, un
comportament biologic de o agresivitate crescutd,
cu o ratd crescutd de proliferare si un potential
crescut de invazie locala [11,13]. Aceste
caracteristici determind o abordare chirurgicald
radicala si o supraveghere postoperatorie mai
stricta [13].

De asemenea, prezenta marginilor de rezectie
pozitive si invazia tumorald profundd sunt

present specific anatomical and functional
features that substantially limit reconstructive
options [7]. In these regions, the therapeutic
objective extends beyond complete lesion
excision and includes preservation of essential
functions (respiration, vision, oral competence)
as well as achievement of an acceptable aesthetic
outcome, thereby significantly increasing surgical
difficulty [7,8].

Tumor recurrence and advanced disease
stage are clinical factors associated with a
significantly increased degree of therapeutic
aggressiveness [9]. Recurrent tumors frequently
exhibit tissue alterations secondary to previous
interventions, complicating resection margin
delineation and increasing the risk of incomplete
excision [9]. Similarly, advanced stages are
correlated with local or regional disease exten-
sion, requiring more radical surgical inter-
ventions and often a multimodal therapeutic
approach that may include radiotherapy or
combined adjuvant treatment modalities [9,10].

Histopathological Factors

Histopathological characteristics of cuta-
neous tumors represent essential elements in
oncological risk assessment and therapeutic
planning [11]. These parameters provide im-
portant information regarding tumor biological
behavior and the likelihood of local extension or
recurrence.

Perineural invasion is considered one of the
most important negative prognostic factors,
being associated with an increased tendency for
tumor spread along neural pathways [12]. Its
presence is frequently correlated with more
aggressive forms of disease, increased risk of
local recurrence, and the need for extensive
surgical excisions, sometimes associated with
adjuvant treatment [12].

Tumor differentiation grade represents
another important histopathological predictor
[11]. Poorly differentiated tumors generally
exhibit a more aggressive biological behavior,
characterized by increased proliferative activity
and enhanced local invasive potential [11,13].
These characteristics necessitate a more radical
surgical approach and stricter postoperative
surveillance [13].
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factori asociati cu un risc semnificativ crescut de
recidivd [11]. In astfel de cazuri, este frecvent
necesara reinterventia chirurgicald pentru
obtinerea controlului local al bolii, iar in anumite
situatii se impune asocierea tratamentului
oncologic adjuvant, In functie de extensia si
agresivitatea leziunii [11,13].

Factori biologici

in ultimii ani, biomarkerii inflamatori siste-
mici au fost intens investigati ca potentiali
indicatori ai agresivitatii tumorale si ai prognosti-
cului oncologic [14]. Acestia reflectd o inter-
actiune complexd dintre rdaspunsul imun al
gazdei si comportamentul biologic al tumorii,
oferind informatii suplimentare fatd de para-
metrii clinici si histopatologici clasici utilizati
[14].

Raportul neutrofile/limfocite (NLR) si
proteina C reactivd (CRP) sunt printre cei mai
frecvent evaluati markeri inflamatori, fiind
asociati in multiple studii cu prognostic
nefavorabil in diverse tipuri de neoplazii [15,16].
Un nivel crescut al acestor markeri sugereaza
prezenta unui status inflamator sistemic per-
sistent, care poate favoriza proliferarea tumorald,
angiogeneza si progresia bolii [15].

Din punct de vedere clinic, acesti biomarkeri
pot reflecta indirect agresivitatea tumorald si
extensia procesului neoplazic [15]. Desi rolul lor
exact In predictia necesitdtii unei interventii
chirurgicale complexe in cancerele cutanate
cervico-faciale nu este incd pe deplin standar-
dizat, datele existente din literaturd sugereaza o
posibild utilitate in stratificarea preoperatorie a
riscului si in sustinerea deciziei multidisciplinare
[16].

Totusi, utilizarea acestor markeri ramane in
prezent complementara evaludrii clinice si histo-
patologice, fiind necesare studii suplimentare
pentru validarea lor ca instrumente predictive
independente in algoritmii decizionali chirur-
gicali [14,16].

Discutii

Rezultatele acestui review scot in evidenta
faptul cd necesitatea chirurgiei complexe in can-
cerele cutanate cervico-faciale este determinata
de o interactiune datd de catre o multitudine de
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Furthermore, positive resection margins and
deep tumor invasion are factors associated with a
significantly increased risk of recurrence [11]. In
such cases, reintervention is frequently required
to achieve local disease control, while in certain
situations adjuvant oncological treatment becomes
necessary depending on lesion extension and
aggressiveness [11,13].

Biological Factors

In recent years, systemic inflammatory
biomarkers have been extensively investigated as
potential indicators of tumor aggressiveness and
oncological prognosis [14]. These biomarkers
reflect a complex interaction between the host
immune response and tumor biological behavior,
providing supplementary information beyond
classical clinical and histopathological para-
meters [14].

The neutrophil-to-lymphocyte ratio (NLR)
and C-reactive protein (CRP) are among the most
frequently evaluated inflammatory markers,
being associated in multiple studies with unfa-
vorable prognosis across various malignancies
[15,16]. Elevated levels of these markers suggest
the presence of persistent systemic inflammation,
which may promote tumor proliferation, angio-
genesis, and disease progression [15].

From a clinical perspective, these biomarkers
may indirectly reflect tumor aggressiveness and
neoplastic process extension [15]. Although their
exact role in predicting the need for complex
surgical intervention in cervico-facial skin
cancers has not yet been fully standardized,
existing literature suggests potential utility in
preoperative risk stratification and support of
multidisciplinary decision-making [16].

Nevertheless, the use of these markers
currently remains complementary to clinical and
histopathological evaluation, and additional
studies are required to validate their role as
independent predictive tools within surgical
decision-making algorithms [14,16].

Discussions

The findings of this review highlight that the
need for complex surgery in cervico-facial skin
cancers is determined by the interaction of
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factori intre care se numaira elementele clinice,
histo-patologice si biologice.

Dimensiunea tumorald si localizarea in
regiuni anatomice critice reprezintd principalii
determinanti clinici ai complexitatii interventiei
chirurgicale [1,3]. Aceste variabile influenteaza
direct extinderea viitorului defect postoperator
si, implicit, alegerea strategiei reconstructive, cu
impact semnificativ asupra dificultatii tehnice sia
rezultatului functional si estetic [2,3].

Din punct de vedere histopatologic, factorii
analizati oferd informatii esentiale privind com-
portamentul biologic al tumorii [7]. Invazia
perineurald si gradul de diferentiere tumorald
sunt frecvent asociate cu un fenotip tumoral mai
agresiv, cu risc crescut de extensie locald si
recidiva, influentand astfel decizia terapeutica si
amploarea rezectiei chirurgicale [7,8].

In plus, integrarea biomarkerilor inflamatori
sistemici In evaluarea preoperatorie reprezintd o
directie emergentd de cercetare [14]. Desi rezul-
tatele existente sugereazd o posibild corelatie
intre acesti markeri si agresivitatea tumorala,
aplicabilitatea lor clinicd ramane limitatd si
insuficient standardizatsd, fiind necesare studii
prospective suplimentare pentru validarea rolu-
lui lor in algoritmii decizionali [14-16].

Per ansamblu, aceste observatii sustin nece-
sitatea dezvoltdrii unor modele predictive inte-
grate, care sd combine factorii clinici, histo-
patologici si biologici, cu scopul de a optimiza
selectia pacientilor si de a sprijini decizia
terapeuticd in cadrul echipelor multidisciplinare
[7,14].

Concluzii

Cancerele cutanate cervico-faciale necesitd o
abordare terapeuticd complexd, iar identificarea
precoce a cazurilor cu risc de a necesita inter-
ventii chirurgicale extinse este esentiala pentru
optimizarea conduitei terapeutice.

Factorii clinici, histopatologici si biologici
analizati In aceastd revizuire par sd joace un rol
important In predictia complexitdtii tratamen-
tului chirurgical. Dimensiunea tumorald, loca-
lizarea in regiuni anatomice critice, aldturi de
caracteristici histopatologice precum invazia
perineurald si gradul de diferentiere, precum si

multiple clinical, histopathological, and bio-
logical factors.

Tumor size and localization within anatomi-
cally critical regions represent the principal
clinical determinants of surgical complexity [1,3].
These variables directly influence the extent of
the anticipated postoperative defect and, con-
sequently, the choice of reconstructive strategy,
with significant impact on technical difficulty
and functional and aesthetic outcomes [2,3].

From a histopathological perspective, the
analyzed factors provide essential information
regarding tumor biological behavior [7]. Perineural
invasion and tumor differentiation grade are
frequently associated with a more aggressive
tumor phenotype, increased risk of local exten-
sion and recurrence, thereby influencing thera-
peutic decision-making and the extent of surgical
resection [7,8].

Moreover, the integration of systemic inflam-
matory biomarkers into preoperative assessment
represents an emerging research direction [14].
Although existing evidence suggests a possible
correlation between these markers and tumor
aggressiveness, their clinical applicability remains
limited and insufficiently standardized, requiring
further prospective studies to validate their role
in decision-making algorithms [14-16].

Overall, these observations support the need
for the development of integrated predictive
models combining clinical, histopathological,
and biological factors in order to optimize patient
selection and support therapeutic decision-
making within multidisciplinary teams [7,14].

Conclusions

Cervico-facial skin cancers require a complex
therapeutic approach, and early identification of
cases at risk of requiring extensive surgical inter-
ventions is essential for optimizing therapeutic
management.

The clinical, histopathological, and biological
factors analyzed in this review appear to play an
important role in predicting surgical treatment
complexity. Tumor size, localization in anatomi-
cally critical regions, histopathological features
such as perineural invasion and differentiation
grade, as well as systemic inflammatory
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biomarkerii inflamatori sistemici, pot contribui la
o stratificare mai precisd a riscului [7,14].

Integrarea acestor parametri intr-un model
predictiv multidimensional reprezintd o directie
promitdtoare pentru viitor, cu potentialul de a
sprijini decizia terapeuticd si de a imbunatati
managementul pacientilor in cadrul echipelor
multidisciplinare [7,14].
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biomarkers, may contribute to more accurate risk
stratification [7,14].

The integration of these parameters into a
multidimensional predictive model represents a
promising future direction, with the potential to
support therapeutic decision-making and improve
patient management within multidisciplinary
teams [7,14].
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