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Newly diagnosed cervical cancer with metastatic para-aortic lymph node (PALN) involvement is associated with a significantly poor prognosis, with distant metastasis being the predominant pattern of treatment failure. The programmed cell death receptor-1 (PD-1) pathway has garnered considerable attention due to its role in enabling tumor cells to evade immune surveillance by eliciting the immune checkpoint response of T cells, rendering them highly refractory to conventional chemotherapy. The National Comprehensive Cancer Network (NCCN) guidelines currently recommend pembrolizumab for locally advanced cervical cancer patients positive for PD-L1 (CPS ≥1), as determined by an FDA-approved assay. Tislelizumab, an anti-PD-1 monoclonal IgG4 antibody, has been investigated in hematological malignancies and advanced solid tumors. Nevertheless, literature on regimens incorporating tislelizumab for the treatment of locally advanced cervical cancer is scarce. Herein, we present a case of a newly diagnosed high-risk, locally advanced cervical cancer patient with PALN metastases and low PD-L1 expression, treated with a combination of tislelizumab, bevacizumab, and a platinum-containing chemotherapy regimen followed by radiotherapy with maintenance therapy, resulting in a notable extension of progression-free survival.
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1 Introduction

Cervical cancer ranks among the most common malignancies worldwide in both incidence and mortality (1). Lymph node status is a critical prognostic factor for survival in early-stage cervical cancer, as outlined by the American Joint Committee on Cancer (AJCC) 8th edition staging criteria (2). A lymph node ratio (LNR) of ≥0.05 has been identified as an independent prognostic factor associated with decreased disease-free survival (DFS) and overall survival (OS) in stage IIIC cervical carcinoma (3). A meta-analysis further supports LNR as an adverse prognostic factor for both OS and DFS in cervical cancer cases (4). Para-aortic lymph node (PALN) involvement has been demonstrated to significantly reduce OS in cervical cancer patients, regardless of the primary tumor size (5). PALN positivity is observed in approximately 17% of cases, representing a small yet particularly challenging subgroup to treat (6). The presence of PALN metastasis is strongly associated with a higher risk of distant recurrence (7). Newly diagnosed cervical cancer with metastatic PALN treated with standard chemoradiation therapy has a notably poor prognosis, with 3-year progression-free survival (PFS) and OS rates of 34% and 39%, respectively (8). Distant metastasis remains the predominant pattern of treatment failure in these cases (9).

In patients with cervical cancer, immune function is often impaired compared to that of healthy women and those with cervical intraepithelial neoplasia (10). Immunotherapy now offers the potential to establish new standards of care in cervical cancer treatment (11). The programmed cell death receptor-1 (PD-1) pathway has gained significant attention for its role in activating the immune checkpoint response of T cells, enabling tumor cells to evade immune surveillance and demonstrating resistance to conventional chemotherapy (12). The NCCN guidelines recommend pembrolizumab for patients whose tumors express PD-L1 (CPS ≥1), as determined by an FDA-approved assay (13).

Tislelizumab, an anti-PD-1 monoclonal IgG4 antibody, has been studied in hematological malignancies and advanced solid tumors (14). Nevertheless, reports on protocols incorporating tislelizumab for the treatment of locally advanced cervical cancer are scarce. Herein, we present a case of a newly diagnosed high-risk, locally advanced cervical cancer patient with PALN metastases and low PD-L1 expression, treated with a combination of tislelizumab, bevacizumab, and chemotherapy, followed by radiotherapy with maintenance therapy.




2 Case report

The patient, a 38-year-old Chinese woman, visited the Department of Gynecology at Shaoxing Second Hospital on May 3, 2022, due to progressive swelling of the left calf for over ten days and newly identified cervical lesions. The patient had a cesarean section 15 years prior and mentioned that her father passed away from leukemia according to her family medical history. She indicated no personal or family occurrences of irregular vaginal bleeding, deep vein thrombosis, or mental health issues. Additionally, she characterized her family relationships as consistent and encouraging. A gynecological examination revealed a nullipara with a smooth vagina and an enlarged cervix that contained a cauliflower-shaped mass approximately 5 cm in diameter. The mass was friable, easily bled, had a hard texture, and involved the pelvic wall. An ultrasound performed on the day before initial contact, showed edema and thickening of the subcutaneous soft tissue in the left lower limb (Figure 1A). A subsequent ultrasound on the day after initial contact, revealed an enlarged cervix (Figure 1B) with hypoechoic masses in the bilateral adnexal regions (Figure 1C). An enhanced abdominal CT scan on day 2 from initial contact(Figure 2), demonstrated hydronephrosis and dilation of the right upper ureter (Figure 2A), indicative of potential tumor involvement. Additionally, there was evidence of pelvic lymph node enlargement with partial fusion (Figure 2E) and para-aortic lymph node enlargement. Notably, a significant thickening of the cervix was observed (Figure 2I), accompanied by a cervical mass measuring approximately 84 mm × 66 mm, characterized by uneven enhancement. Another ultrasound on the same day showed right hydronephrosis. A pathological report on day 2 from initial contact, confirmed medium to poorly differentiated squamous cell carcinoma (SCC) of the cervix, with surface bleeding and necrosis associated with infection (Figure 1D). Immunohistochemical staining: Ki67(+70%) (Figure 1E) P16 (+) (Figure 1F), P63(+), CK5/6 (+), P40 (+) (Figure 1G), PD-L1(1%-5% +) (Figure 1H). MR enhancement (Figure 1I) on day 5 from initial contact, indicated significant cervical enlargement with marked thickening of the posterior wall, blurred signals, and uneven enhancement following contrast administration. Multiple large soft tissue masses were observed in the pelvic cavity and left groin, with masses on the left side surrounding blood vessels and forming fused blocks with indistinct margins. It was observed that progressively retreated from day 56 (Figure 1J) to day 206 (Figure 1K) until achieving complete remission on day 330 (Figure 1L).




Figure 1 | Ultrasound images (A-C). Edema and thickening of the subcutaneous soft tissue in the left lower limb (A), an enlarged cervix (B), and hypoechoic masses in the bilateral adnexal regions (C). Pathological results. Scale bar = 50 μm (D-H). The magnification ratio is 200 times (D-G), or 400 times (H). Medium to poorly differentiated squamous cell carcinoma of the cervix, as demonstrated in the hematoxylin and eosin (H&E) stained image (D). Immunohistochemistry (E-H), Ki67(+70%) (E), P16 (+) (F), P63 (+), P40 (+) (G), PD-L1 TPS (1%-5% +) (H), which was detected using the PD-L1 (28–8) antibody on the DAKO Platform (H). MR images (I-L). Significant cervical enlargement with marked thickening of the posterior wall, blurred signals, and uneven enhancement following contrast administration on day 5 (I), progressively retreated from day 56 (J) to day 206 (K) until achieving complete remission on day 330 (L).






Figure 2 | CT images. Right hydronephrosis and right upper ureteral dilation secondary to para-aortic lymph node compression on day 2 from initial contact (A), which was completely relieved on subsequent CT examination [day 58 (B), day 132 (C), day 258 (D)]. Uneven enhancement, pelvic lymph node enlargement with partial fusion on day 2 (E), which exhibited a gradual reduction in size from day 58 (F) to day 132 (G), as well as day 258 (H). Left inguinal lymph node enlargement as denoted by the aforementioned arrows on day 2 (I), which gradually diminished from day 58 (J) to day 132 (K), as well as day 258 (L). Significant thickening of the cervix as indicated by the arrows presented below on day 2 (I), which progressively underwent atrophy from day 58 (J) to day 132 (K), as well as day 258 (L).



On day 2 from initial contact, the patient was diagnosed with cervical cancer, stage IIIC2 (FIGO 2018), with moderately to poorly differentiated squamous carcinoma. After contraindications were excluded, treatment commenced with a regimen of albumin-bound paclitaxel (0.2 g, d1), cisplatin (25 mg, d1–3), tislelizumab (0.2 g, d1), and bevacizumab (0.375 g, d1) administered three weeks per cycle for six cycles from day 13 to day 124 after initial contact. Extended field radiotherapy (EFRT) using 6 MV X-rays followed, with doses of PGTV DT = 5880 cGy/28 Fx and PTV DT = 5040 cGy/28 Fx, delivered from day 133 after initial contact. Subsequently, one cycle of albumin-bound paclitaxel (0.2 g, d1), tislelizumab (0.2 g, d1), and bevacizumab (0.4 g, d1) was administered on day 191. High-dose-rate intracavitary brachytherapy (HDR-ICRT) was performed from day 212 to day 226 from initial contact, with DT = 3000 cGy/5 Fx or 2800 cGy/4 Fx. Further chemotherapy cycles included albumin-bound paclitaxel (0.2 g, d1), cisplatin (25 mg, d1–3), tislelizumab (0.2 g, d1), and bevacizumab (0.375 g, d1) three weeks per for cycle for two cycles, followed by maintenance therapy with tislelizumab (0.2 g, d1) and bevacizumab (0.375 g, d1) every three weeks from day 421 to day 720, and tislelizumab (0.2 g, d1) every three to four weeks from day 741 to now. Efficacy evaluation demonstrated complete remission (CR) following a comprehensive diagnosis conducted collaboratively by an radiation oncologist, a gynecologist, and a radiologist on day 330 from initial contact (Figure 2L). During the diagnosis and treatment of patients, changes in the tumor sizes were monitored through CT follow-up examinations. We founded right hydronephrosis and right upper ureteral dilation secondary to para-aortic lymph node compression on day 2 from initial contact (Figure 2A), which was completely relieved on subsequent CT examination [day 58 (Figure 2B), day 132 (Figure 2C), day 258 (Figure 2D)]. pelvic lymph node enlargement with partial fusion and uneven enhancement on day 2 (Figure 2E), which exhibited a gradual reduction in size from day 58 (Figure 2F) to Day 132 (Figure 2G) and day 258 (Figure 2H). Left inguinal lymph node enlargement as denoted by the aforementioned arrows on day 2 (I), which gradually diminished from day 58 (Figure 2J) to day 206 (Figure 2K) and day 258 (Figure 1L). Significant thickening of the cervix as indicated by the arrows presented below on day 2 (Figure 2I), which progressively underwent atrophy from day 58 (Figure 1J) to day 206 (Figure 2K) and day 258 (Figure 2L). Throughout the course of treatment, the following treatment-related adverse reactions were observed: changes in blood routine indicators are presented in Table 1. On day 206 from initial contact, aspartate aminotransferase levels were recorded at 38 U/L, which was categorized as a Grade 1 treatment-related adverse reaction based on CTCAE version 4.03. Additionally, on day 678 from the initial contact, the following thyroid function results were obtained: triiodothyronine was 0.56 nmol/l (reference range: 1.25-2.35 nmol/l), total thyroxine was 13.29 nmol/l (reference range: 75–150 nmol/l), free triiodothyronine was 3.33 pmol/l (reference range: 4.00-6.10 pmol/l), free thyroxine was 1.05 pmol/l (reference range: 8.5-14.5 pmol/l), thyroid-stimulating hormone was greater than 50.500 mIU/l (reference range: 0.60-1.90 mIU/l), and thyroid peroxidase antibody was 142.2 IU/ml (reference range: 0-9.0 IU/ml). This abnormality was classified as a Grade 2 treatment-related adverse reaction. In response, levothyroxine therapy was immediately initiated in accordance with the established treatment guidelines. The patient did not experience any adverse events of grade 3 or higher. As of the latest follow-up, the patient’s PFS was 32 months. The course timeline depicting the patient's treatments was illustrated in Figure 3.


Table 1 | The changes in blood routine indicators.






Figure 3 | The course timeline illustrating treatments of the patient. The patient underwent 6 cycles of albumin-bound paclitaxel, cisplatin, tislelizumab and bevacizumab shortly after the diagnosis of advanced cervical cancer, followed by extended field radiotherapy (EFRT), 1 cycle of albumin-bound paclitaxel, tislelizumab and bevacizumab, high-dose-rate intracavitary brachytherapy (HDR-ICRT). Subsequently, tislelizumab with or without bevacizumab was administered for maintenance therapy.






3 Discussion

The patient initially visited the gynecology department at our hospital with two main concerns: gradual enlargement of the left calf over 10 days and newly detected cervical abnormalities. Further investigations, including ultrasound, CT scans, MRI, and cervical core needle biopsy, revealed that the swelling in the left calf was due to enlarged lymph nodes in the left pelvic cavity and groin, rather than lower extremity deep venous thrombosis. Before starting first-line therapy, a multidisciplinary team comprising specialists in gynecology, vascular surgery, and tumor radiotherapy collaborated to devise a comprehensive diagnostic and treatment strategy. This plan considered the patient’s treatment preferences and financial situation. Final approval was obtained only after fully informed consent was given by both the patient and her family. Additionally, through detailed discussions with the patient, we identified three key considerations: treatment efficacy, the risk of adverse events, and survival time with a focus on quality of life.

Following the first treatment cycle, there was significant improvement in the swelling of the left calf. After the second cycle, imaging assessments performed on day 58 showed relief of ureteral obstruction due to regression of pelvic and retroperitoneal lymph nodes, reduction in size of the left inguinal lymph nodes, and marked shrinkage of cervical lesions. Treatment efficacy was classified as partial response (PR). During follow-up, continuous reductions were observed in the sizes of the cervical mass, retroperitoneal lymph nodes, bilateral pelvic lymph nodes, and left inguinal lymph nodes. By day 330 from the initial visit, radiographic evaluations confirmed a CR. Throughout the entire diagnostic and therapeutic process, the patient exhibited excellent tolerance to all treatment modalities. No severe treatment-related safety issues of grade 3 or higher, nor any unexpected adverse events, were noted.

A recent study has shown that the risk factors for cervical cancer include unsafe sexual practices and tobacco use (15). In the AJCC 8th edition, lymph node metastases are not incorporated into the tumor staging system for cervical cancer. However, the revised FIGO 2018 staging for cervical cancer assigns cases with retroperitoneal lymph node involvement to stage IIIC, and those with para-aortic lymph node metastases to stage IIIC2 (16). Cervical cancer patients presenting with tumor sizes exceeding 4 cm, positive lymphovascular space invasion (LVSI), deep cervical stromal invasion, or uterine corpus invasion (UCI) have an increased likelihood of lymph node metastasis (17). While the prognostic significance of pretreatment lymph node metastasis is notable in patients with stage IB1 or IIA cervical cancer, its importance diminishes with advancing disease stages (18). LNR has emerged as a potential prognostic biomarker for predicting disease recurrence in cervical cancer patients treated with radical hysterectomy (19). Metastasized pelvic lymph nodes larger than 1 cm, the presence of multiple pelvic lymph node metastases, common iliac lymph node metastases, and parametrial invasion appear to be independent factors influencing PALN metastases (20). Pelvic lymph node size has been shown to impact OS in patients with advanced cervical cancer (21). Moreover, cervical cancer patients with metastatic lymph nodes greater than 2 cm and SCC histology tend to have poorer survival outcomes compared to those with metastatic lymph nodes measuring 2 cm or less (22). The presence of positive PALN in advanced cervical cancer remains the most significant prognostic factor for survival and plays a critical role in defining treatment strategies (23).

PALN metastasis has been identified as a poor prognostic factor for OS and PFS (24). Patients with positive lymph nodes are likely to benefit more from concurrent chemoradiotherapy (25). Concurrent chemoradiation using platinum-containing chemotherapy is the treatment of choice for cervical cancer patients with stages IB3, II, III, and IVA, as supported by randomized clinical trial results (13). An appropriate and individualized therapeutic strategy, incorporating more intense systemic chemotherapy options in addition to radiotherapy, should be considered based on the presence of PALN metastasis and the patient’s age (7). External beam radiation therapy (EBRT) boost to pelvic lymph nodes has not been shown to reduce recurrence or improve survival in locally advanced cervical cancer with lymph node involvement at diagnosis (26). Overall survival of cervical cancer was significantly influenced by the presence of PALN metastases (27).

The patient with high-risk, locally advanced cervical cancer who underwent EBRT combined with high-dose-rate brachytherapy following first-line treatment. Given the presence of PALN, we adhered to the guideline (28), extended field external beam radiation therapy, also known as extended field external therapy (EFRT), is necessary, encompassing the para-aortic region. The superior boundary should ideally align with the left renal vein; however, it may be required to extend further cephalad to include any involved lymph nodes. Nevertheless, combining concurrent chemotherapy with EFRT seems to provide unclear survival advantages while substantially elevating hematologic toxicity (29). In carefully selected patients with cervical cancer and PALN metastasis, the combination of concurrent chemotherapy with EFRT is linked to improved 5-OS and median OS compared to EFRT alone, while maintaining a tolerable level of acute and late toxicities (30). The survival advantage of combining EFRT with concurrent chemotherapy for cervical cancer with para-aortic lymph node metastasis is still a topic of contention. As a result, the patient in this case received a multidisciplinary approach that combined EFRT, first-line tislelizumab immunotherapy along with bevacizumab and chemotherapy, followed by sequential adjuvant tislelizumab immunotherapy combined with bevacizumab, chemotherapy, and maintenance therapy.

EFRT has proven to be an effective treatment for cervical cancer patients with PALN metastasis (29). A total dose of 50.4 Gy delivered in 1.8 Gy fractions is considered sufficient to control metastatic lymph nodes up to 25 mm in diameter (31). Concurrent chemotherapy with EFRT has been associated with improved 5-year OS and median OS compared to EFRT alone, with a tolerable level of acute and late toxicities in selected patients with cervical cancer and PALN metastases (30). Importantly, this combination treatment has been well tolerated (32). However, there is an opposing view suggesting that the addition of chemotherapy to EFRT may not provide a clear survival benefit and could result in higher hematologic toxicity (29). Furthermore, most patients experienced failure at multiple sites, often outside the treatment field (32). To address the high risk of distant metastases, further improvements in systemic treatment are needed (33). EFRT followed by paclitaxel and carboplatin has been shown to be feasible for women with locally advanced cervical cancer and positive PALN (34).

Despite receiving the recommended treatments, many patients with locally advanced cervical cancer continue to face a poor prognosis (35). With the effective administration of current standards of care, the global community can shift focus to advancing treatment efficacy for these patients (35). Anti-angiogenic therapies, such as bevacizumab, are showing promise in improving outcomes in cervical cancer, as demonstrated in several recent trials (36). The addition of bevacizumab, an anti-angiogenic agent targeting vascular endothelial growth factor 2, to combination chemotherapy in patients with recurrent, persistent, or metastatic cervical cancer was associated with an improvement of 3.7 months in median OS, as shown in the GOG 240 trial (37). Bevacizumab, when combined with chemotherapy, has been shown to increase both OS and PFS, as well as response rates (38). The combination of carboplatin, paclitaxel, and bevacizumab is currently considered the standard frontline treatment for cervical cancer (39). Bevacizumab is expected to remain a key agent in cancer therapy, owing to its established efficacy in approved indications (40).

Studies have shown that PD-1 on tumor-infiltrating lymphocytes (TILs) can bind with programmed death ligand-1 (PD-L1) on tumor cells, which subsequently inhibits T-cell proliferation and activation, leading to immune escape of tumor cells (41). PD-L1 staining was found in 32.2% of 59 cervical cancer samples (42). Chen et al. (41) reported that 64.21% of patients with C-SCC (61/95) expressed PD-L1. Monsrud et al. (43) found PD-L1 positivity in 52 out of 73 (71.2%) cases, with 23 out of 73 (31.5%) showing a CPS ≥10. In a cohort of 118 cervical cancer cases, the PD-L1 positive rate was 58.47%, while microsatellite instability (MSI) status was found in 5.93% of cases (44). PD-L1 positivity was observed in 32 out of 93 (34.4%) cervical carcinomas. Subgroup analyses found that PD-L1 was positive in 28 of 74 (37.8%) squamous cell carcinomas, 2 of 7 (28.6%) adenosquamous carcinomas, and 2 of 12 (16.7%) endocervical adenocarcinomas (45). PD-L1 is universally expressed on the surface of cervical cancer cells. The presence of deficient mismatch repair (dMMR) status has been found to enhance PD-L1 expression in cervical cancer cells. Besides, dMMR status in cervical cancer is associated with the demethylation of the PD-L1 gene promoter region, which may contribute to increased PD-L1 expression (44). In a multi-center retrospective review of 1,093 patients with gynecologic cancers, dMMR or MSI-H was found in 11.3% of cervical cancer cases (46). The pooled prevalence of PD-L1 positivity in cervical cancer patients was 58.1% (47). A retrospective analysis of non-immunotherapy-treated patients with advanced cervical cancer revealed a higher prevalence of PD-L1 CPS ≥1 (48), suggesting that PD-L1 positive patients tend to present at more advanced stages of the disease (43). Furthermore, an increase in PD-L1 gene copy number may serve as a novel prognostic and potential predictive biomarker for anti-PD-1/PD-L1 therapy in locally advanced cervical cancer (49). PD-L1 positive ratios in patients with cervical cancer are shown in Table 2.


Table 2 | PD-L1 positive ratios in patients with cervical cancer.



Before 2021, pembrolizumab was the only immunotherapy approved by the United States Food and Drug Administration for cervical cancer, specifically in the second-line setting for recurrent or metastatic (R/M) cases (11). Studies demonstrated that PFS and OS were significantly longer with pembrolizumab compared to placebo among patients with persistent, recurrent, or metastatic cervical cancer who were also receiving chemotherapy, with or without bevacizumab (50). Pembrolizumab combined with chemotherapy, with or without bevacizumab, continued to show clinically meaningful improvements in OS for this patient category (51). Adding pembrolizumab to chemotherapy, with or without bevacizumab, improved OS across various subgroups of patients with persistent, recurrent, or metastatic cervical cancer (52). Pembrolizumab monotherapy also demonstrated durable antitumor activity and a manageable safety profile in patients with advanced cervical cancer (53). Furthermore, the BEATcc trial showed that adding atezolizumab to a standard bevacizumab and platinum-based regimen for metastatic, persistent, or recurrent cervical cancer significantly improved PFS and OS (54). In the innovaTV 204/GOG-3023/ENGOT-cx6 trial, tisotumab vedotin exhibited clinically meaningful and durable antitumor activity with a manageable and tolerable safety profile in women with previously treated recurrent or metastatic cervical cancer (55). In previously treated patients with PD-L1-positive advanced cervical cancer, serplulimab combined with nab-paclitaxel showed durable clinical activity and a manageable safety profile (56). Sintilimab, in combination with anlotinib, proved to be an effective and safe second-line or later treatment option for patients with advanced cervical cancer who had failed prior chemotherapy (57). In addition, balstilimab demonstrated meaningful and durable clinical activity with a manageable safety profile in a phase II clinical trial involving patients with previously treated recurrent or metastatic cervical cancer (58).

The combination of PD-1 inhibitors with concurrent chemoradiotherapy showed potential benefits in terms of tumor response and PFS in patients with locally advanced cervical cancer and pelvic and/or para-aortic lymph node metastases (59). Toripalimab combined with concurrent chemoradiotherapy (CCRT) demonstrated good tolerance and promising anti-tumor effects in patients with locally advanced cervical cancer. Pembrolizumab combined with chemoradiotherapy significantly improved PFS and OS in patients with newly diagnosed, high-risk, locally advanced cervical cancer (60), which provided evidences to support the implementation of this immuno-chemoradiotherapy strategy as a novel standard of care for this patient population (61). In contrast, durvalumab with concurrent chemoradiotherapy did not significantly improve PFS in a biomarker-unselected, all-comers population with locally advanced cervical cancer (62). Nonetheless, concurrent durvalumab plus chemoradiotherapy warrants further exploration in patients with high tumoral PD-L1 expression (62).

The primary metrics for evaluating the efficacy of cancer treatments are PFS and OS. Of these, OS is considered the most reliable indicator; however, data collection for OS is often challenging due to the extended follow-up period required. PFS plays a crucial role in clinical trials and has been formally recognized by both the U.S. Food and Drug Administration (FDA) and the European Medicines Agency (EMA) as an alternative endpoint for assessing treatment efficacy. In certain clinical trials, discrepancies may occur between PFS and OS data, with some drugs demonstrating favorable PFS outcomes but failing to yield significant improvements in OS. According to the EMA Guidelines for the Clinical Evaluation of Anticancer Drugs in Humans (Sixth Edition, 2024), when PFS or DFS is selected as the primary endpoint in a clinical trial, OS should be designated as the secondary endpoint, and vice versa.

Tislelizumab, a modified anti-tumor PD-1 antibody (63), uniquely binds to the CC′ loop of PD-1 with a slow dissociation rate and complete PD-L1 blockage (64). In a retrospective study, tislelizumab demonstrated promising anti-tumor activity and tolerable toxicity in patients with recurrent or metastatic cervical cancer (65). In an open-label phase II study, tislelizumab combined with anlotinib showed therapeutic efficacy and good tolerability in the treatment of advanced cervical cancer. However, immunotherapy with PD-(L)1 inhibitors did not consistently improve survival in patients with locally advanced cervical cancer.

In conclusion, tislelizumab, bevacizumab, and a platinum-containing chemotherapy regimen followed by radiotherapy with maintenance therapy for newly diagnosed, high-risk, locally advanced cervical cancer patients with para-aortic lymph node metastases and PD-L1 expression demonstrated significant clinical efficacy while maintaining an excellent safety profile, with no severe adverse events observed. The patient presented with a high tumor burden, but following multimodal combination therapy, the tumor rapidly decreased in size and maintained both imaging- and clinically-documented tumor-free status. This outcome created favorable conditions for subsequent treatment and potentially improved long-term survival prospects. However, increasing the frequency of testing before and during treatment could aid in selecting more precise and targeted therapies. These may include the following considerations (1): National Comprehensive Cancer Network (NCCN) 2025 v3 guidelines recommend human epidermal growth factor receptor-2 (HER-2) immunohistochemistry (IHC) testing for advanced, metastatic, or recurrent cervical carcinoma, with reflex to HER-2 fluorescence in situ hybridization (FISH) if IHC results are inconclusive (2). Testing for mismatch repair (MMR)/microsatellite instability (MSI), tumor mutational burden (TMB), NeuroTrophin Receptor Kinase (NTRK), and proto-oncogene tyrosine-protein kinase receptor (RET) can assist in identifying potential therapeutic targets for patients (3). There are multiple subtypes of HPV, each associated with distinct pathogenic features and prognostic implications. It is advisable to determine HPV status in all cases of cervical adenocarcinoma. HPV in situ hybridization (ISH) or molecular testing is preferred; however, p16 immunohistochemistry can serve as an acceptable alternative when HPV-specific testing is unavailable. In this case, the patient was diagnosed with cervical squamous cell carcinoma, and only p16 immunohistochemistry was performed, rather than HPV in situ hybridization (ISH) (4). No biopsy was conducted post-cervical treatment to confirm whether a complete pathological response had been achieved (5). Circulating tumor cell testing was not performed at the time of diagnosis or during the course of treatment (6). Lastly, but equally importantly, further investigation in larger clinical cohorts is essential to confirm these results and establish this regimen as a standard of care for locally advanced cervical cancer.
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