
Review Not peer-reviewed version

Adjuvant Treatment for Surgically-

Treated Cervical Cancer Patients: A

Comprehensive Review

Stamatios Petousis * , Aristarchos Almperis , Chrysoula Margioula-Siarkou , Frederic Guyon ,

Vasilios Pergialiotis , Nikolaos Thomakos , Konstantinos Dinas , Alexandros Rodolakis

Posted Date: 1 October 2025

doi: 10.20944/preprints202509.2595.v1

Keywords: cervical cancer; adjuvant treatment; guidelines; comprehensive review

Preprints.org is a free multidisciplinary platform providing preprint service

that is dedicated to making early versions of research outputs permanently

available and citable. Preprints posted at Preprints.org appear in Web of

Science, Crossref, Google Scholar, Scilit, Europe PMC.

Copyright: This open access article is published under a Creative Commons CC BY 4.0

license, which permit the free download, distribution, and reuse, provided that the author

and preprint are cited in any reuse.

https://sciprofiles.com/profile/2671612
https://sciprofiles.com/profile/4460667
https://sciprofiles.com/profile/3203705
https://sciprofiles.com/profile/4185113


 

 

Review 

Adjuvant Treatment for Surgically-Treated Cervical 
Cancer Patients: A Comprehensive Review 
Stamatios Petousis 1,2,* Aristarchos Almperis 1, Chrysoula Margioula-Siarkou 1,2,  
Frederic Guyon 2, Vasileios Pergialiotis 3, Nikolaos Thomakos 3, Konstantinos Dinas 1  
and Alexandros Rodolakis 3 

1 2nd Department of Obstetrics and Gynaeocology, Gynaecologic Oncology Unit, Aristotle University of 
Thessaloniki, Greece 

2 Gynaecologic Oncology Unit, Institut Bergonié, Bordeaux, France 
3 Gynaecologic Oncology Unit, 1st Department of Obstetrics and Gynaeocology, National and Kapodistrian 

University of Athens, Greece 
* Correspondence: petousisstamatios@gmail.com, petustam@auth.gr 

Simple Summary 

This review highlights the complexities of adjuvant treatment for cervical cancer based on FIGO 
staging, advocating for individualized treatment. It identifies significant gaps in current guidelines 
and underscores the need for further research to optimize adjuvant treatment for various risk 
categories. 

Abstract 

Cervical cancer (CC) is the fourth most common gynecologic malignancy, affecting 
disproportionately women in low- and middle-income countries. Despite the effectiveness of HPV 
vaccination and screening strategies, CC poses a major global health issue, accounting for 
approximately 94% of annual deaths. Τhis review aims to summarize current evidence regarding 
adjuvant treatment indications for surgically treated cervical cancer patients and identify areas where 
further research is required. Through literature search a comprehensive review of existing guidelines, 
clinical trials and cohorts studies related to cervical cancer treatment was conducted, focusing on the 
role of adjuvant therapy in patients classified as low-, intermediate-, and high-risk for recurrence, 
who may require no further treatment. Adjuvant therapy is generally unnecessary for low-risk 
patients, while high-risk patients with lymph node invasion, parametrial involvement, or large tumor 
size require chemoradiation (CTRT). Ιntermediate-risk patients fall into a grey zone where the 
necessity of adjuvant therapy is still debatable. Guidelines emphasize the need for individualization 
in treatment strategies, since based on the published studies careful surgery alone and observation 
can provide similar outcomes to adjuvant therapy. This review emphasizes that achieving 
monotherapy remains pivotal to optimize outcomes and minimize overtreatment. Definitive 
adjuvant treatment is indicated for high-risk cases, intermediate-risk patients may benefit from 
careful observation following adequate surgical intervention, pointing out the necessity of well-
designed clinical trials. 

Keywords: cervical cancer; adjuvant treatment; guidelines; comprehensive review 
 

1. Introduction 

Cervical cancer (CC) constitutes the fourth most frequent gynecologic malignancy. According to 
WHO, it remains a significant health concern, with an estimated 660,000 new cases diagnosed in 2022 
[1]. Despite the effective HPV vaccination, the level of screening and the early prevention strategies, 
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cervical cancer still affects widely global health, especially in low-and middle-income countries, 
where it accounts for approximately 94% of the 350,000 annual deaths [1,2].  

Therapeutic strategy of cervical cancer is predominantly tailored to the FIGO stage of the 
disease, based on clinical examination and preoperative imaging, while nodal status assessment, 
either surgically or with imaging, is crucial to discriminate locally advanced cases from early-stage 
disease eligible to be operated [3,4]. Tumor size over 4 cm, clinically invaded parametria and lymph 
node invasion, when diagnosed during the preoperative workup, rather consist definitive criteria for 
non-operability and patient should be referred to definitive chemoradiation (CTRT). However, there 
are marginal cases, especially those with tumor size between 2-4 cm, in which final histopathological 
criteria, such as lymphovascular invasion and depth of stromal invasion may categorize patients as 
of increased risk for local or even distant recurrence.  These cases pose significant therapeutic 
challenges as avoidance of further adjuvant treatment may risk recurrence, meanwhile, performance 
of adjuvant treatment may rather expose them to harmful radiotherapy side effects without profound 
benefit on their survival outcomes in certain cases [5-7].  

Main objective of the present comprehensive review is to summarize current evidence about 
absolute indications and optimal type of adjuvant treatment for surgically treated cervical patients 
as well as to highlight grey zones in which further research is necessitated in order to achieve 
definitive conclusions. 

2. Materials and Methods 

This is a comprehensive review of the literature aiming to summarize the current evidence 
regarding the role and necessity of adjuvant therapy in patients with cervical cancer classified as low-
, intermediate-, and high-risk for recurrence following primary surgical treatment. 

2.1. Searching Strategy 

MEDLINE, UpToDate, and PubMed electronic databases were searched up to May 2025 for 
relevant published articles discussing the adjuvant therapy in patients with cervical cancer after 
primary surgical treatmet. The searching strategy was formed by combining the MeSH terms and 
keywords: "cervical cancer", "adjuvant therapy", "adjuvant treatment", "chemoradiation", 
"radiotherapy", "low-risk", "intermediate-risk", "high-risk", "recurrence risk", "survival outcomes", 
and "clinical guidelines". These terms were combined using Boolean operators "AND" and "OR" to 
create comprehensive search strings. Additionally, manual searching of reference lists from identified 
articles and relevant review papers was performed to identify additional studies that may have been 
missed during the electronic database search. 

2.2. Eligibility Criteria 

Studies were considered eligible for inclusion if they reported on adjuvant therapy outcomes in 
cervical cancer patients stratified by recurrence risk categories (low-, intermediate-, or high-risk) 
following primary surgical treatment. Both prospective and retrospective studies, including 
randomized controlled trials (RCTs), cohort studies, case-control studies, and systematic reviews 
with or without meta-analyses, were considered eligible. Clinical practice guidelines from major 
oncology societies discussing adjuvant therapy recommendations for different risk categories were 
also included. References of included studies would additionally be cross-referenced to find 
additional publications eligible for inclusion in our review. 

2.3. Exclusion Criteria 

Studies were excluded if they lacked clear risk stratification of patients or did not provide 
specific outcomes data for different risk categories. Articles published in languages other than 
Εnglish, conference abstracts without full-text manuscripts, case reports, and expert opinions without 
original data were excluded. Studies involving patients with non-epithelial cervical malignancies, 
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those with concurrent malignancies, or studies lacking clear definitions of risk categories were 
excluded from the analysis. Studies focusing on neoadjuvant therapy, palliative treatment, or 
recurrent disease management were excluded unless they provided relevant comparative data on 
adjuvant therapy approaches. 

2.4. Study Selection Process and Results Organization  

All studies identified from the search strategy were imported in a reference management 
software (Zotero 6.0.30) for elimination of duplicate data and further assessment. All identified 
studies were screened by two of the authors based on their full-text manuscript, while articles 
irrelevant to the objective of the present study were excluded. The eligibility of retrieved articles was 
independently determined by 2 reviewers (S.P., A.A.). The final included studies were organized into 
three main categories based on risk stratification: (a) low-risk patients, (b) intermediate-risk patients, 
and (c) high-risk patients. Within each risk category, studies were further subcategorized by study 
design: (1) randomized controlled trials, (2) prospective cohort studies, (3) retrospective cohort 
studies, and (4) systematic reviews and meta-analyses. This organizational structure facilitated 
comprehensive analysis of evidence quality and consistency across different risk categories and study 
designs. 

3. Results 

3.1. Stage IA1-IA2 disease 

Surgical treatment is the standard approach in this category of patients. Based on ESGO 
guidelines, regarding IA1 disease, conization is considered a definite treatment without lymph node 
dissection for negative lymphovascular space invasion (LVSI), while sentinel lymph node biopsy 
(SLNB) might be considered, even not necessarily, for positive LVSI based on preoperative diagnostic 
conization. Regarding IA2 disease, both conization and simple hysterectomy are considered as an 
adequate treatment. In cases with negative LVSI the possibility of sentinel node biopsy may be 
discussed, while in case of positive LVSI, both ESGO and NCCN guidelines suggest SLNB [3,4]. Both 
guidelines state firmly that there is no need for adjuvant therapy in IA1-IA2 stages, provided 
adequate lymph node staging. However, in case lymph node invasion is detected postoperatively, 
the disease is upstaged to IIIC, therefore, there is an absolute indication for complementary treatment, 
namely chemoradiation, since these patients are considered as of high-risk for local or distant 
recurrence. 

3.2. Stage IΒ1-ΙIA1 disease 

Basic pylon of therapeutic treatment, according ESGO guidelines, should be monotherapy [3]. 
Main reason of monotherapy strategy lies in high morbidity rates observed in cases of combined 
treatment. Specifically, increased rate of grade 3-4 adverse events for treatment combination had been 
demonstrated from RCT performed by Seldis et al [5], in which authors reported 6% rate in 
combined-treatment cases vs. only 2.1% in monotherapy group. Relative rates were also reported by 
Peters [6], et al and Kim et al [8]. However, we have critically to report that other retrospective studies 
reporting similar rates between two arms [9]. In any case, as there is no clear evidence from 
prospective RCTs that treatment combination is not significantly different from monotherapy in 
terms of grade 3-4 events, treatment strategy should be properly individualized to avoid combination 
of treatments, thereafter either to operate or to give only CTRT. 

Even if proper individualization of cases based on preoperative imaging and conization may 
identify cases in which monotherapy may not be performed, there are certain cases where 
postoperative question of additional therapy may reasonably be posed. ESGO guidelines categorize 
cases in groups of high, intermediate and low risk for recurrence, which represent different clinical 
entities even if they belong to same stage. ESGO 2020 criteria have categorize patients based on LVSI 
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status, depth of stromal invasion, tumor size as indicated in the following table (Table 1). However, 
this has been rather revised in 2023 revised ESGO guidelines, in which patients characterized by any 
or combination of former parameters are rather classified as intermediate-risk. 

Table 1. Criteria for risk-category stratisifcation based on ESGO 2020 guidelines. 

Risk class Tumor size LVSI Depth of invasion Suggested type of RH 
Low <2 cm - Inner 1/3 A/B1 

Intermediate 
<2 cm + Any 

B2/C1 
>2cm - Any 

High >2cm + Any C1/C2 

3.3. High-Risk Patients 

There are three certain indications for which patients are considered as for high risk for 
recurrence and necessitate definitively adjuvant treatment based on 2023 guidelines: lymph node 
invasion, involvement of vaginal margins and parametrial involvement. Based on ESGO 2023 
guidelines, these patients pose an absolute indication for CTRT. This is mainly based on the findings 
of RCT performed from Peters et al [6]. In this study, patients with the former criteria were randomly 
assessed to either only radiotherapy (RT) or chemoradiotherapy (RT+CT). Patients in the second 
group had significantly improved 4-year progression-free survival (PFS) and overall survival (OS) 
(63% vs. 80% and 71% vs. 81% respectively), thereafter indicating the need of CTRT in surgically 
treated cases with former indications. Additionally, boost with vaginal cuff brachytherapy is 
recommended in patients with vaginal or parametrial disease as vaginal cuff recurrences account for 
nearly 15% of all recurrences after EBRT alone [6]. Regarding the role of adjuvant chemotherapy 
(ACT), few studies have tried to address the exact benefit of adding ACT to CRT or even only 
performing ACT instead of CRT. Kim et prospectively studied high-risk patients who received 
additional CT to concurrent CRT, indicating no additional survival benefit [10]. Similar conclusions 
were reached by a systematic review and meta-analysis of 15 trials and 4041 patients with locally 
advanced disease, where no significant improvement in DFS and OS was indicated [11].Furthermore, 
in a recent prospective non-inferiority study, ACT alone emerged as favorable treatment alternative 
for early-stage patients with risk factors, offering similar DFS and OS outcomes with better toxicity 
profile and quality of life [12], however, relative evidence is limited and further studies are needed. 

In conclusion, nodal invasion, parametrial invasion and positive margins represent absolute 
indication for postoperative CTRT. However, published evidence remains scant about role of 
adjuvant chemotherapy. 

3.4. Intermediate-risk patients 

This category of patients probably represents the most conflicting one regarding necessity of 
adjuvant treatment. Even if adjuvant treatment may seem of profound benefit for certain categories 
of patients, observation strategy gains increasing interest and scientific support against absolute 
indication for postoperative radiotherapy. 

ESGO guidelines suggest that adjuvant radiotherapy “should be considered” in patients with 
combination of risk factors, namely substantial LVSI, tumour size over 2 cm and significant stromal 
invasion. However, they also claim that in case of adequate type of radical hysterectomy performed, 
observation might be an acceptable alternative, especially in centres with relative experience [3]. 
On the one hand, there is the well-known RCT of Sedlis et al. [5] in which patients with combination 
of risk factors as shown in Table 2 were stratified to either adjuvant radiotherapy or no adjuvant 
treatment. This was probably the most well-designed RCT finally indicating that risk of recurrence 
was significantly lower for complementary radiation arm compared to no further therapy arm (15.3% 
vs. 27.9%). Postoperative pelvic RT resulted in significantly higher recurrence-free rate at 2 years 
compared to no further treatment (88% vs. 79%, p=0,008) [5]. In favor of adjuvant treatment also 
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stands the published meta-analysis of Zhang et al [13]. In this study, authors demonstrated that DFS 
and OS were significantly improved in patients receiving adjuvant treatment independently from 
optional concurrent chemotherapy. However, data included both retrospective studies and RCTs, 
therefore enrolling low-quality data with high concern of bias. 

On the other hand, Sedlis criteria have rather been encountered with significant concern during 
the descendant years. According to opposers of Sedlis study, this RCT reflects the results of a 
previous era, with potentially lower degree of expertise in cervical surgery. There had already been 
published evidence since 1999 which did not support absolute need for additional treatment in well-
operated relative cases. Specifically, Lahousen et al. [14] performed a prospective RCT between 1989-
1995 in which they observed no significant difference in DFS and OS between chemotherapy, 
radiotherapy and observation for cases based on combination of negative prognostic factors. These 
authors have concluded that a well-performed radical hysterectomy might be the most significant 
determinant of survival parameters. Relatively, Tozzi et al., in their prospective cohort study of 74 
IB3 cases, in which adjuvant treatment was omitted for patients operated with adequate type of 
radical hysterectomy, concluded that DFS rate was 89.7% and OS rate 93.1%, with an overall 
complication rate of 23.5% and no grade 4–5 complications in a median of 68 months of follow-up 
[15]. Besided, even in Sedlis study, no significant differences in overall survival were observed 
between two groups, while similar remarks were also made by Rotman et al. [16] in 2006 a post-hoc 
analysis of the GOG 92 study, in which no difference was detected regarding OS and DFS rates. 

There is relatively adequate evidence, but not prospective RCTs, to support a modern strategy 
of observation-only strategy for intermediate-risk patients. A recently published sub-analysis of the 
SCCAN study by Cibula et al. assessed retrospectively the role of adjuvant therapy (including RT or 
CRT) compared to no adjuvant therapy with only observation [17]. The combination of CRT with 
radical surgery was not associated with longer 5-year DFS (83.2% and 80.3%, PDFS =0.365) or longer 
OS (88.7% and 89.0%, POS =0.281) compared to radical surgery alone. Furthermore, Van der Velden 
et al. [18] retrospectively analyzed 161 patients who underwent only type C2 radical hysterectomy 
and demonstrated a 2.5% mortality from isolated loco-regional recurrence, with 5-year RFS being 
86.6% and the 5-year OS 90% respectively. Other retrospective studies comparing observation only 
with adjuvant RT or CRT were similarly not able to demonstrate any survival benefit in this group 
of patients, even of results should be interpreted with caution because of possible differences in the 
classification system, lack of accurate implementation of Sedlis’ criteria and heterogeneity in the 
treatment approach [19, 20]. Besides, Gómez-Hidalgo et al. recently tried to evaluate the impact of 
adjuvant therapy compared to surgery only in terms of recurrence and mortality. Their systematic 
review and meta-analysis found no significant difference in the relative risk of recurrence (RR 1.49; 
95% CI 0.81-2.75) and mortality (RR 1.34; 95% CI 0.71-2.54) between two categories of patients [21].  
Finally, Rogers et al. [22] also concluded that postoperative radiotherapy and chemoradiation are not 
associated with significant increase in overall survival, even if women receiving radiation had almost 
40% decrease of disease progression at 5 years. 

Regarding the role of concomitant chemotherapy, Kim et al. showed that CRT offered no 
additional survival benefit compared to RT alone in intermediate-risk patients who underwent 
radical hysterectomy with pelvic lymphadenectomy demonstrating similar 5-year RFS rates (90.8% 
vs. 88.9%, p=0.63) and 5-year OS rates (95.9% vs. 91.0%, p=0.29) [8]. Conflicting with the previously 
published data were the results of the recent systematic review and meta-analysis of 13 studies by 
Guo et al. [23]. Data highlighted that adjuvant CRT offers better RFS in patients with multiple 
intermediate risk factors compared to RT alone after radical surgery (odds ratio (OR) 3.11; 95% CI 
1.04 to 4.99; p<0.0001; i2 =6%.). However, similar benefit was observed between both regimens in the 
presence of a single intermediate risk factor (OR 1.80; 95% CI 0.96 to 3.36; p=0.07; i2 =0%).  Besides, 
quality of evidence was low due to the inclusion of multiple retrospective studies. 

As a conclusion, it is still datable whether postoperative RT has a significant impact on PFS in 
intermediate-risk patients, while no published relative study demonstrates a clear OS benefit. There 
is also low-quality evidence supporting supremacy of CTRT over RT for this category of patients 
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without relative suggestion in main guidelines [3]. In this context, appropriate individualization of 
patients might be the best solution until definitive evidence is derived for that category of patients, 
in an era of continuously changing landscape. 

Table 2. Eligible criteria of GOG92 trial [5]. 

Capillary lymphatic space tumour 
involvement 

Stromal invasion Tumour size 

Positive Deep 1/3 Any 
Positive Middle 1/3 ≥2cm 
Positive Superficial 1/3 ≥5cm 
Negative Deep or middle 1/3 ≥ 4cm 

3.5. Low-Risk Patients 

Low-risk patients are those characterized by tumour size less than 2 cm, without LVSI and depth 
of invasion lower than 1/3. ESGO guidelines do not pose any indication for adjuvant treatment in an 
adequately operated CC patient. Scharl et al [24], in a large population-based study of 442 patients, 
observed that low-risk patients receiving adjuvant treatment presented comparable OS but also 
significantly deteriorated PFS compared to those with no adjuvant treatment. Relative conclusions 
have been published by Sun et al, in a retrospective series of 208 patients, in which adjuvant RT 
resulted in comparable survival rate (97.0% vs. 95.0%) or recurrence rate (4.0% vs. 4.7%) compared to 
patients without complementary treatment [25]. Authors concluded that their study reaffirmed 
evidence against complementary RTCT in low-risk early-stage cases.  

As a conclusion, it seems rather definitive that no adjuvant treatment is necessitated in this 
category of patients under the condition of an adequate surgery performed. However, it is still 
datable what should be called as “adequate surgery” for this category of patients, taking also into 
consideration the recently published results of SHAPE study [26]. Even in that case, it seems that 
there is actually no indication for adjuvant treatment under the condition of absence of negative 
prognostic factors. 

3.6. Cervical cancer as an incidental finding following inadvertent hysterectomy 

The incidence of cervical cancer following hysterectomy that was indicated for benign 
conditions remains unknown until today as its prevalence is considered to be extremely scarce [27]. 
Although, to date, data from large cohorts seem to favor hysterectomy as an alternative to radical 
hysterectomy for millimetric disease, namely stages IA1 and IA2, [28], it must be reminded that in 
contrast to simple hysterectomy, the type A hysterectomy that is mainly indicated for these stages 
involves removal of the paracervix close to the cervix, without the need to deflect the ureter but 
leading to a surgical margin that maintains a minimum amount of the paracervical tissue, therefore, 
ensuring complete removal of the cervical bed [29]. The performance of this procedure is rarely the 
case with most surgeons that are not routinely involved with gynecologic oncology procedures, thus 
putting into question the adequacy of the procedure even in the earlier stages of the disease. 

Several issues arise when dealing with patients that had an inadvertent hysterectomy for 
otherwise benign conditions and present with invasive lesions in the final histologic analysis. Firstly, 
one has to consider that postoperative radiotherapy may be associated with significant adverse 
effects that may involve up to one third of these cases, with approximately 25% being related to severe 
complications [30]. Moreover, although the actual importance of the interval among primary surgery 
and adjuvant radiotherapy has been scarcely evaluated [31], rapid access to adjuvant treatment must 
be considered essential in these cases.  

Concerning the preoperative assessment of patients, at least one study denoted that the extent 
of suboptimal preoperative workup in these cases may vary considerably, as even cases that were 
handled for carcinoma in situ of the uterine cervix had locally advanced cancer [32], therefore, 
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denoting the necessity for referral to specialized gynecologic oncologists. A multicentric study that 
investigated factors that were associated with survival of patients that had a diagnosis of occult 
invasive cervical cancer after simple hysterectomy, indicated that a large proportion of patients were 
referred for the procedure following a conization that indicated positive resection margins in the 
presence of preinvasive disease or microinvasive cervical cancer (41.6%) [33]. Predictors of survival 
included tumor width (using a cut-off value of 20mm) and presence of superficial stromal invasion. 

3.7. Potential therapeutic strategy towards achieving monotherapy 

International guidelines still claim the absolute need to achieve monotherapy in the treatment 
of cervical cancer [3]. However, based on evidence, this does not seem to be followed or achieved as 
strategy in the majority of cases. It is characteristic that Pan et al, in a series of 675 patients, reported 
that 51% of IB2 cases necessitated adjuvant treatment [34]. Main indications for adjuvant treatment 
were lymph node involvement in 17% and parametrial involvement in 9%. In case we accept that 
monotherapy is indeed the primary goal of treatment, there should be strong efforts to significantly 
reduce rates of adjuvant treatment in surgically treated cases. Potentially, the maximum a priori 
knowledge of histopathological details that may postoperatively pose the indication of adjuvant 
treatment could help to avoid combined treatment. In this context, diagnostic conization, suggested 
by ESGO guidelines as essential diagnostic step before definitive treatment [3], may avail all 
histopathological information about LVSI and depth of stromal invasion, while the combination of 
MRI with ultrasound may give a precise estimation of tumor size. Besides, potential surgical staging 
in a previous surgical step than that of radical hysterectomy would permit the avoidance of need to 
perform combined treatment in the relative 17% of cases with finally invaded lymph nodes, while it 
might help to avoid the 10% of false frozen section as mentioned in Tozzi et al study [16]. To 
summarize, initial management with diagnostic conization along with staging laparoscopic 
lymphadenectomy would be a potential strategy to reduce rates of combined treatment. However, 
this strategy should be validated by large prospective studies before implemented as standard of care 
in daily practice, taking also into consideration the difficulties it may pose on the level of optimal use 
of available surgical time and consequent difficulty to perform a radical hysterectomy in a previously 
operated pelvic surgical field. 

4. Considerations for adjuvant therapy and future perspectives 

A recent ESGO survey regarding management of CC indicated that there is significant variability 
in the use, selection, and adjuvant treatment options for cervical cancer across different centers and 
regions. The majority of participants (81%) considered a combination of tumor size, LVSI, and stromal 
invasion as indicators for adjuvant radiotherapy. Integrating additional prognostic factors, such as 
high-grade disease, non-squamous histology, age <50 years, close margins, tumor size ≥4 cm, and 
suboptimal surgery or node dissection, were among the main recommendations. The consensus 
among respondents was the urgent need to incorporate additional variables alongside classic 
prognostic factors to refine treatment decisions [35]. 

These concerns are rather reasonable given the fact that parameters as histologic type are not 
taking into consideration for analysis. Levinson et al. [36] conducted an ancillary analysis of GOG 
studies 49, 92, and 141, focusing on stage I patients who underwent surgery without neoadjuvant or 
adjuvant therapy. They identified depth of invasion as the most significant predictor of recurrence 
risk for squamous cell carcinoma, while tumor size as the primary predictor for adenocarcinoma. 
Furthermore, the presence of LVSI was associated with a higher risk of recurrence in 
adenocarcinoma. These findings can be used to develop a nomogram to assess individual patient risk 
of recurrence. Based on these insights, the traditional risk factors for adjuvant therapy may need to 
be reconsidered. 

CERVANTES trial, which is a phase III randomized clinical trial, might resolve the questions 
regarding the role of adjuvant therapy in this group of patients. This study will measure the 
effectiveness of radiotherapy as an adjuvant treatment for patients with CC at intermediate risk of 
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disease progression [37]. Patients with FIGO 2018 IB1-IIA squamous cell carcinoma or 
adenocarcinoma of the cervix whose risk factors are relatively met will be recruited for the trial. 
Radical hysterectomy and sentinel lymph node biopsy combined with pelvic lymphadenectomy will 
be the initial management, while patients will subsequently be randomized to either no further 
treatment or radiotherapy with or without chemotherapy or brachytherapy. Primary objective of the 
trial is the DFS rate at 3 years, while secondary objectives are OS, survival free of pelvic disease, and 
health-related quality of life and side effects. Of course, there are still limitations to be mentioned. 
The trial could be affected by the nature of data reported, namely  the use of laparoscopy which, 
according to LACC trial [38], is associated with worse oncological outcomes. Furthermore, the fact 
that brachytherapy and chemotherapy are not uniformly administered as adjuvant therapy may add 
further heterogeneity into the analysis. In any case, there is a lot of anticipation on results of 
CERVANTES trial, as it might potentially give more definitive conclusions to how patients with 
intermediate-risk cervical cancer should be managed consequently. 

5. Conclusions 

In conclusion, achieving monotherapy in the treatment of CC still remains the pivotal goal in 
order to optimize patient outcomes with relative minimization of overtreatment and avoidance of 
combination treatment morbidity. Regarding cases classified as IA1 and IA2, as well as low-risk IB1, 
IB2, and IIA1, adjuvant treatment is not typically necessary and well-performed surgical treatment is 
associated with favorable outcomes. In contrary, CTRT is absolutely indicated in high-risk cases with 
lymph node invasion, parametrial invasion or final tumor size over 4cm. Intermediate-risk patients, 
namely those combining parameters such as tumor size over 2cm, positive LVSI and greater depth 
invasion, represent a grey-zone category for which the largest prospective RCT indicated benefit of 
adjuvant radiotherapy regarding PFS but not for OS. However, increasing evidence stands in favor 
of comparable survival outcomes of observation strategy in such cases under the condition of an 
adequately performed surgery. Therefore, adjuvant radiotherapy or observation should be 
individualized in intermediate-risk cases.  Advanced diagnostic modalities such as MRI or expert 
ultrasound, preoperative diagnostic conization and potentially surgical lymph node staging as the 
initial steps in treatment planning could facilitate the accurate identification of risk categories and the 
tailored implementation of monotherapy. Finally, to refine these treatment strategies, there is high 
need for well-designed clinical trials incorporating standardized imaging techniques, 
histopathological evaluation and updated radiotherapy protocols. Such trials may achieve to balance 
the oncological benefit of adjuvant treatment with quality-of-life considerations, especially in 
intermediate-risk patients. 
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