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Introduction

Abstract

Purpose: Patients with advanced cervical cancer have a very poor
prognosis. The development of new drugs has led to an increase in the
survival of these patients, although the situation can still be improved.
In certain cases, despite the poor prognostic factors, the results can be
very encouraging.

Case description: We present the case of a 53-year-old patient with
multiple sclerosis diagnosed with stage IV cervical carcinoma in June
2020. She received combined radiotherapy and chemotherapy, includ-
ing carboplatin, paclitaxel, and bevacizumab, followed by maintenance
therapy with bevacizumab. She achieved a complete response and af-
ter 36 months of maintenance with bevacizumab, she discontinued the
drug maintaining the complete response.

Conclusions: We highlight the relevance of therapeutic combina-
tion in patients with significant comorbidities such as multiple sclero-
sis and cervical carcinoma, as well as the importance of continuous
follow-up to evaluate the response to treatment.

Keywords: Cervical cancer; Long survivor; Advanced stage; Com-
plete response; Bevacizumab.

Case presentation

Cervical cancer is one of the most common gynecological tu-
mors. In advanced stages, the median survival until recently did
not reach 18 months, being a sentence for those patients who
suffered from it, despite the development and contribution to
survival of drugs such as the antiangiogenic bevacizumab or the
immune checkpoint inhibitors.

We present the case of a fragile patient, with a history of
multiple sclerosis, who despite the diagnosis of advanced cervi-
cal cancer has exceptionally surpassed all statistics.

The patient, a 53-year-old Caucasian woman with a history
of multiple sclerosis since the age of 19, was diagnosed on 6th
June 2020 with stage IV cervical carcinoma, with Positron Emis-
sion Tomography (PET) positive balloon-release lung metastasis
with lesions of up to 30 mm wide. Her first symptoms were pel-
vic pain and bleeding.

The cervical biopsy showed an undifferentiated cervical car-
cinoma, VPH negative, P16, P63, P40 PX 8 negative, estrogen
and progesterone receptors, vimentine and CEA focal and weak
positivity, and focal positivity for P53. There was not microsatel-
lite instability.
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C and D: Thoracic CT scan once complete response was achieved in 22nd October 2020.
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Figure 1: A and B: Thoracic CT scan lesions at diagnosis on june the 6th 2020. Blue arrows indicate lung metastases.
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Figure 2: E and F: Thoracic PET lesions at diagnosis on june the 6th 2020.
G and H: Thoracic PET with complete response in 27th December 2023.
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The lung metastases were not present on previous CT scans
(Figure 1), and were not biopsied due to limitations of the pan-
demic SARS-COV-2.

She was treated with hemostatic and analgesic radiotherapy
up to 20 Gy on uterus, cervix, vagina, and adnexa in five sessions
between 12 and 17* July 2020, and continued with Carbopla-
tin AUC 5 and Paclitaxel 175 mg/m? with bevacizumab 15 mg/kg
i.v for 6 cycles since 21 July 2020 until 4" December 2020. She
followed her treatment with bevacizumab maintenance every
three weeks since 28" December 2020.

In the TAC scan performed on 22" October 2020, a complete
response was achieved (Figure 2), but she continued bevaci-
zumab (until progression or relevant toxicity). On 16" Novem-
ber 2023 the treatment was stopped due to grade 2 proteinuria.
A complete response was still demonstrated on the PET scan
and CT scan performed in November of this year, and she initi-
ated follow-up. In March 2024, she is still in complete response.

Discussion

Cervical cancer is one of the most common gynecological tu-
mors. In developed countries, due to screening programs and
vaccination, it is diagnosed at earlier stages and its incidence is
decreasing [1]. The most common subtype is squamous cell car-
cinoma (70% of cases), followed by adenocarcinoma and ade-
nosquamous carcinoma (25% and 5% of cases respectively) [2].

The initial symptom is usually local (vaginal bleeding, pain,
or dyspareunia), and it is common to observe a lesion on the
cervix during gynecological examination. In advanced cases,
patients often do not present florid symptoms, although these
may exist depending on the site of metastasis, for example, pain
if there are metastatic bone lesions.

The main organs affected by disseminated disease are pel-
vic and para-aortic lymph nodes (75% and 62% respectively),
lung (38%), liver (33%), peritoneum, adrenal glands, intestines,
and even the skin [3]. The staging study, if possible, should be
performed using PET/CT, as its sensitivity reaches 96% and its
specificity 95% [4].

It is important, if possible, to obtain histological confirma-
tion of metastatic disease due to the risk of second synchro-
nous tumors or benign histology in 7% of cases [5]. Patients
with oligometastatic advanced-stage disease may benefit from
a radical approach [6], but generally, they will be candidates for
chemotherapy treatment. In our case, the patient received pal-
liative radiotherapy at the pelvic level and chemotherapy with
carboplatin AUC 5, paclitaxel 175 mg/m?, and bevacizumab 15
mg/kg every 3 weeks for 6 cycles, and then maintenance with
bevacizumab.

Unfavorable predictive factors include black race, ECOG Per-
formance Status (PS) 1 or 2, pelvic disease, patients pretreated
with cisplatin concomitant with radiotherapy, and those who
experience disease recurrence within a year after diagnosis [7].

The GOG 240 trial [8] randomized 452 patients with ad-
vanced cervical cancer to the arms of cisplatin plus paclitaxel
versus paclitaxel plus topotecan with or without bevacizumab
in each arm. The cisplatin and paclitaxel arm was superior to the
paclitaxel and topotecan arm, and the combination of cisplatin,
paclitaxel, and bevacizumab improved on cisplatin and paclitax-
el, resulting in progression-free survival of 8.2 versus 6 months
(HR 0.68, 95% Cl 0.54-0.82) and overall survival of 16.8 versus

13.3 months (HR 0.77, 98% Cl 0.62-0.95). The use of carboplatin
instead of cisplatin due to its better tolerance and toxicity pro-
file is based on the JCOG 505 study in the Asian population [9].
This study compared the treatment arms of cisplatin 50 mg/m?
+ Paclitaxel 135 mg/m? versus carboplatin AUC 5 and paclitaxel
175 mg/m? every 3 weeks for 6 cycles in advanced cervical can-
cer. The response rate was similar in both treatment arms (60
versus 63%), and overall survival was similar (HR for mortality
0.99, 90% ClI 0.79-1.25) with a better safety profile for the car-
boplatin combination (grade 4 neutropenia, renal insufficiency;,
nausea, and vomiting). A systematic review published in 2014
also supported the carboplatin alternative to cisplatin [10].

To our knowledge, this case is the only one published in the
literature with a significantly superior overall survival and re-
currence-free survival, remaining disease-free for 4 years after
diagnosis.

Currently, checkpoint inhibitors are a key strategy in the
management of metastatic disease. Atezolizumab and pembro-
lizumab have demonstrated benefits in overall survival.

Atezolizumab, a PD-L1 inhibitor, was evaluated in a phase lll
trial [11], and showed advantages in progression-free survival
and overall survival regardless of PD-L1 status (PFS 13.7 versus
10.4 months; HR 0.62, 95% CI 0.49-0.78 and OS 32 versus 23
months; HR 0.68, 95% CI 0.52-0.88, after a median follow-up
of 33 months). It is still pending regulatory approval in several
countries.

Pembrolizumab, a PD-1 inhibitor indicated in PD-L1 positive
disease (CPS>1), has demonstrated efficacy in a phase Ill trial
with 617 patients [12]. It compared chemotherapy with bevaci-
zumab and pembrolizumab versus placebo, improving progres-
sion-free survival (10.4 versus 8.2 months; HR for disease pro-
gression or death 0.65, 95% Cl 0.53-0.79) and overall survival
(26 versus 17 months among the overall population, those with
CPS 21 29 versus 17 months, and those with CPS >10 30 versus
17 months) [13]. Among patients with CPS <1 (69 patients), the
benefit did not reach statistical significance possibly due to in-
sufficient sample size, so the real benefit in this population is
not clear (HR for 0S 0.87, 95% Cl 0.50-1.52).

Conclusions

This case illustrates a detailed description of the manage-
ment of advanced cervical carcinoma in a high-risk patient. In
this case, the individualized management and probably some
intrinsic molecular characteristics of the tumor led to the long
survivor of the patient. There is still a need to develop new tools
for the treatment of tumors with poor prognosis and better
selection of patients candidates for treatment. Many of those
patients present with adverse prognostic and predictive factors
but still benefit from available drugs.
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