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Whether individualized dose escalation 
should be recommended for lymph nodes 
with different sizes in the definitive radiotherapy 
of cervical cancer?
Xiaojuan Lv1,2, Huiting Rao1,3, Tao Feng1,3, Chufan Wu1,3 and Hanmei Lou1,2,3* 

Abstract 

Background and purpose: Dose escalation for positive node maybe improve the regional control of patients with 
node-positive cervical cancer, but the optimal dose for nodes of different sizes remains controversial. The purpose of 
this study was to explore the individualized dose escalation for lymph nodes (LNs) with different sizes in the definitive 
radiotherapy of cervical cancer.

Methods: A total of 1002 cervical cancer patients with the International Federation of Gynecology and Obstetrics 
(FIGO 2009) stage IB1–IVA, who were treated by definitively radiotherapy between September 2013 and Decem-
ber 2016 were enrolled. All LNs identified by computed tomography/magnetic resonance imaging (CT/MRI) were 
assigned into three groups according to the short diameters of < 1 cm, 1–2 cm or ≥ 2 cm at pretreatment.

Results: In total, 580 patients with 1310 LNs were detected. The nodal control rate in groups of LNs < 1 cm, 1–2 cm 
and ≥ 2 cm was 99.4%, 96%, and 75.9%, respectively (P = 0.000). Among LNs < 1 cm, the control, overall survival 
(OS) and progression-free survival (PFS) rates did not significantly differ among three dose-based groups (≤ 50.4 Gy, 
50.4–60 Gy, > 60 Gy) (control rate, 99.4% vs. 99.3% vs. 100%, P = 0.647) (5-year OS, 76.2% vs. 79% vs. 81.6%, P = 0.682) 
(5-year PFS, 74.1% vs. 73.9% vs. 78.9% P = 0.713). Among LNs of 1–2 cm, the control and PFS rates were significantly 
higher in the group of dose ≥ 55 Gy than the group of dose < 55 Gy (control rate, 98% vs. 93.6%, P = 0.028) (5-year PFS, 
69.6% vs. 56.7%, P = 0.025). However, this did not cause a significant difference for 5-year OS rate (72.6% vs. 68.3%, 
P = 0.5). Among LNs ≥ 2 cm, the control, OS, and PFS rates were higher in the group of dose ≥ 55 Gy than the group 
of dose < 55 Gy, while no significant difference was found (control rate, 82.1% vs. 63.2%, P = 0.107) (5-year OS, 60.6% 
vs. 37.5%, P = 0.141) (5-year PFS, 51.5% vs.37.5%, P = 0.232).

Conclusions: Radiation dose escalation is not necessary for LNs < 1 cm, and dose escalation of 55 Gy is enough for 
LNs of 1–2 cm.
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Background
Lymph node (LN) status is an important prognostic fac-
tor of patients with cervical cancer [1–3]. The Interna-
tional Federation of Gynecology and Obstetrics (FIGO) 
staging system of cervical cancer (ver. 2018) has highly 
emphasized on LN assessment [4]. The survival rate of 
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patients with cervical cancer and metastatic LNs has sig-
nificantly decreased [5–8]. Treatment intensification may 
be necessary for those patients with cervical cancer, and 
radiation dose escalation may be an option to overcome 
the worse outcomes.

The development of imaging techniques and radiother-
apy enables accurate delivery of radiation dose escalation 
to LNs of patients with cervical cancer [8, 9]. Although 
some studies have shown that the positive LNs could be 
well controlled without an additional nodal boost after 
whole pelvic radiotherapy of 45–50.4  Gy [10, 11], more 
studies recommended that nodal boost could improve 
the regional control of patients with node-positive cer-
vical cancer and the toxicity was tolerated [9, 12–14]. 
However, the optimal dose for positive LNs still remains 
controversial [7, 9–15].

LN size was shown to be an important factor of sur-
vival, in which patients with bulky nodes have poorer 
survival outcome than those with smaller nodes, and a 
higher radiation dose may be essential to control bulky 
LNs [9, 15, 16]. While some reports have shown that 
patients with relatively small LNs did not benefit from 
dose escalation [16, 17]. Individualized dose escalation 
maybe essential for lymph nodes of different sizes. The 
aim of the present study was to evaluate the influences 
of radiation dose escalation on LN control and survival 
in definitive radiotherapy of patients with cervical cancer, 
and to explore the individualized dose escalation recom-
mendation for LNs with different sizes.

Methods
Patients
Data of patients with cervical cancer who received defini-
tive radiotherapy alone or concurrent chemoradiother-
apy (CCRT) between September 2013 and December 
2016 at Zhejiang Cancer Hospital (Hangzhou, China) 
were retrospectively analyzed. All medical records were 
analyzed after an approval from the Ethics Committee of 
Zhejiang Cancer Hospital.

Patients included in our analysis were those with FIGO 
(2009) stage IB1–IVA [18], who were treated definitively, 
and with follow-up visits. Patients treated with palliative 
intent, unfinished treatment, with special pathological 
type, and those without follow-up visits were excluded. 
Finally, a total of 1002 patients were involved in our study. 
Age, FIGO stage, histological type, LN status, treatment, 
complications, and follow-up data were recorded and 
analyzed.

Radiotherapy and chemotherapy
The definitive radiotherapy included external beam 
radiotherapy (EBRT) to pelvic ± para-aortic fields and 
high-dose rate brachytherapy (HDR-BT). EBRT were 

carried out by three-dimension conformal radiotherapy 
(3D-CRT) or Intensity modulated radiotherapy (IMRT), 
the radiation boost to LNs were completed by IMRT.

Fractionation, dose, field, and technique of radiation 
were recorded. EBRT was administered daily, 5 con-
secutive days per week, with a total dose of 45–50.4 Gy 
in 25–28 fractions with energy of 6 or 10 MV photons. 
The radiation dose escalation to LNs were delivered by 
simultaneous integrated boost (SIB) or sequential boost 
(SEB) with a total dose of 50–74.4  Gy (2.0–2.2  Gy/
fraction). Dose escalation to 60–74.4  Gy was per-
formed when the lymph node still larger than 1 cm or 
marked enhancement of CT scan after receiving dose 
of 50–55  Gy. The total dose to the lymph nodes was 
decided according to the clinical protocol in the treat-
ing center, including the size, location, adjacent organs, 
radiation sensitivity of LNs and the general condition of 
patients.

In total, 708 (70.7%) patients received CCRT. In the 
present study, 2–6 cycles (median, 5 cycles) of weekly 
cisplatin (40 mg/m2) or 2 cycles every 3 weeks of cispl-
atin (60  mg/m2) and 5-fluorouracil (1000  mg/m2) or 2 
cycles every 3 weeks of cisplatin (60 mg/m2) and pacli-
taxel (150  mg/m2) were administered. After comple-
tion of CCRT, 368 (36.7%) patients received additional 
2–4 cycles of consolidation chemotherapy using cispl-
atin and 5-fluorouracil or cisplatin and paclitaxel. Most 
patients received weekly cisplatin CCRT, combined 
regimen CCRT and consolidation chemotherapy were 
considered only when patients were judged to have a 
poor prognosis (bulky cervical tumor, bulky LNs, posi-
tive para-aortic LNs, extensive LN metastasis).

Evaluation of LNs
Magnetic resonance imaging (MRI) or computed 
tomography (CT) were routinely used to indi-
cate whether patients have metastatic LNs. 18.8% 
(188/1002) of patients underwent additional 18F-fluoro-
deoxyglucose (FDG)-positron emission tomogra-
phy (PET)/CT scan. The imaging data of all patients 
were reviewed and the short-axis diameter of all LNs 
detected in pelvic and para-aortic areas were recorded 
for analysis. The clinical criterion for a metastatic LN 
was a short axis of LN ≥ 1 cm or increased FDG uptake 
(≥ 2.5) in the areas irrelevant to physiologic or benign 
sites on PET [19, 20]. Some LNs of short axis < 1  cm 
without PET/CT scan also had dose escalation accord-
ing to radiologist clinical experience. Therefore, 
LNs < 1 cm were included to evaluate the value of dose 
escalation for those patients. For patients with multiple 
LNs, the largest LN size was used for grouping during 
the survival analysis.
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Follow‑up
After completion of treatment, patients had follow-
up visits every 3 months during the first 2 years, every 
6 months during 2–5 years, and once a year thereafter. 
The examinations consisted of gynecological examina-
tion, blood tumor markers, ultrasonography, MRI, and 
CT scan. LN control was defined as patients without 
progression of LNs and no new development of pelvic 
and para-aortic nodal metastasis within EBRT field in 
follow-up MRI or CT scan during the first year.

Control and survival data were captured. Toxicities 
in gastrointestinal and hematopoietic systems were 
reviewed from the clinical data, while they were scored 
according to the toxicity criteria of Radiation Therapy 
Oncology Group (RTOG) [21]. The median follow-up 
time was 79 months.

Statistical analysis
Continuous variables were expressed as mean ± stand-
ard deviation or median (min–max), and categorical 
variables were presented as number/percentage. The 
t-test was used to compare quantitative data, while 
the Chi-square test or the Fisher’s exact test was used 
for comparing qualitative data (two-sided tests). Pro-
gression-free survival (PFS) and overall survival (OS) 
were defined as time in months from the start of radio-
therapy to the date of event or the last follow-up visit. 
Survival probability in different groups was calculated 
using the Kaplan–Meier method with the log-rank test. 
The receiver operating characteristic (ROC) curve anal-
ysis was employed to determine optimal cut-offs for 
radiation dose that would predict good control of LNs. 
P < 0.05 was considered statistically significant. Statisti-
cal analyses were performed using SPSSv.26 (IBM Cor-
poration, Armonk, NY, USA).

Results
Patients’ characteristics
A total of 1002 patients were involved in our study. 
Patients’ characteristics are presented in Table  1. There 
were 77 (7.7%) patients in stage IB1–IIA2, 456 (45.5%) 
patients in stage IIB, 62 (6.2%) patients in stage IIIA, 393 
(39.2%) patients in stage IIIB, and 14 (1.4%) patients in 
stage IVA. Patients’ median age was 56 (range 25–90) 
years old. The histopathological types included squa-
mous cell carcinoma (n = 970, 96.8%), adenocarcinoma 
(n = 29, 2.9%), and adenosquamous carcinoma (n = 3, 
0.3%). Besides, 580 (57.9%) patients were detected with 
1310 LNs, 491 (49%) patients were detected with pelvic 
LNs only, and 89 (8.9%) patients were detected with para-
aortic LNs with or without pelvic LNs. The median num-
ber of LNs per patient was 2 (rang, 1–16).

Among 1310 LNs, there were 878 (67%) nodes with 
short diameter < 1  cm, 374 (28.5%) nodes with short 
diameter ≥ 1 and < 2 cm (range 1–2 cm), and 58 (4.4%) 
nodes with short diameter ≥ 2 cm. The radiation doses 
for LNs are listed in Table  2. A total of 897 (68.5%) 
nodes received dose escalation, and 194 (14.8%) nodes 
received dose > 60  Gy. Among LNs with short diam-
eter < 1  cm, 544 (61.9%) nodes had dose escalation 

Table 1 Patients’ characteristics

Characteristics n (%)

Age, years

 Median 56

 Range 25–90

FIGO stage

 IB1–IIA2 77 (7.7)

 IIB 456 (45.5)

 IIIA 62 (6.2)

 IIIB 393 (39.2)

 IVA 14 (1.4)

Histology

 Squamous carcinoma 970 (96.8)

 Adenocarcinoma 29 (2.9)

 Adenosquamous carcinoma 3 (0.3)

Concurrent chemotherapy

 Yes 708 (70.7)

 No 294 (29.3

Consolidate chemotherapy

 Yes 368 (36.7)

 No 634 (63.3)

Three-dimensional brachytherapy

 Yes 32 (3.2)

 No

Patients with LNs 970 (96.8)

 Yes 580 (57.9)

 No 422 (42.1)

Patients with LNs in different locations

 Pelvic only 491 (49)

 Para-aortic ± pelvic 89 (8.9)

Number of LNs 1310

Number of LNs per patient

 Median 2

 Range 1–16

Short diameter of LNs

 Range, cm 0.4–4.8

  < 1 cm 878 (67)

 1–2 cm 374 (28.5)

  ≥ 2 cm 58 (4.4)

 Range of LNs ≥ 2 cm, cm 2–4.8

 Median of LNs ≥ 2 cm, cm 2.25
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and 124 (14.1%) nodes received dose > 60  Gy. Among 
LNs with short diameter of 1–2 cm, 301 (80.5%) nodes 
received dose escalation and 59 (15.8%) nodes received 
dose > 60  Gy. Among LNs with short diameter ≥ 2  cm, 
52 (89.7%) nodes received dose escalation, and 11 (19%) 
nodes received dose > 60  Gy. The average dose of LNs 
with short diameter ≥ 2 cm (56.8 ± 5.5 Gy) was signifi-
cantly higher than that of LNs with short diameter of 
1–2 cm (55.2 ± 5.6 Gy) (P = 0.046) and that of LNs with 
short diameter < 1 cm (53.2 ± 6.2 Gy) (P = 0.000).

Control rates of LNs
The control rates of all LNs are summarized in Table 3. 
Besides, 1276 (97.4%) of 1310 LNs were controlled, 873 
(99.4%) of 878 LNs with short diameter < 1  cm were 
controlled, 359 (96%) of 374 LNs with short diameter of 
1–2 cm were controlled, and 44 (75.9%) of 58 LNs with 
short diameter ≥ 2  cm were controlled. There were sig-
nificant differences among the three groups (P = 0.000). 
A scatter plot with the short diameter of the LNs on the 

Table 2 Radiation dose of LNs

Bold values shown statistical differences (P < 0.05)
* Compared with the average dose of LNs < 1 cm
# Compared with the average dose of LNs 1–2 cm

Radiation dose of LNs n (%) P value

All LNs 1310

 Average dose, Gy 53.9 ± 6.1

 Dose range, Gy 45–74.4

   ≤ 50.4 Gy 413 (31.5)

  50.4–60 Gy 703 (53.7)

   > 60 Gy 194 (14.8)

LNs < 1 cm 878

 Average dose, Gy 53.2 ± 6.2

 Dose range, Gy 45–69

   ≤ 50.4 Gy 334 (38.1)

  50.4–60 Gy 420 (47.8)

   > 60 Gy 124 (14.1)

LNs 1–2 cm 374

 Average dose, Gy 55.2 ± 5.6 0.000*
 Dose range, Gy 45–69

   ≤ 50.4 Gy 73 (19.5)

  50.4–60 Gy 242 (64.7)

   > 60 Gy 59 (15.8)

LNs ≥ 2 cm 58

 Average dose, Gy 56.8 ± 5.5 0.000*, 0.046#
 Dose range, Gy 45–74.4

   ≤ 50.4 Gy 6 (10.3)

  50.4–60 Gy 41 (70.7)

   > 60 Gy 11 (19)

Table 3 Control rates of LNs

Bold values shown statistical differences (P < 0.05)

LNs Total Controlled, n (%) P value

All LNs 1310 1276 (97.4%)

 LNs < 1 cm 878 873 (99.4%) 0.000
 LNs 1–2 cm 374 359 (96%)

 LNs ≥ 2 cm 58 44 (75.9%)

All LNs 1310 1276 (97.4%)

  ≤ 50.4 Gy 413 403 (97.6%) 0.257

 50.4–60 Gy 703 681 (96.9%)

  > 60 Gy 194 192 (99%)

LNs < 1 cm 878 873 (99.4%)

  ≤ 50.4 Gy 334 332 (99.4%) 0.647

 50.4–60 Gy 420 417 (99.3%)

  > 60 Gy 124 124 (100%)

LNs 1–2 cm 374 359 (96%)

  ≤ 50.4 Gy 73 68 (93.2%) 0.135

 50.4–60 Gy 242 232 (95.9%)

  > 60 Gy 59 59 (100%)

LNs 1–2 cm

  < 55 Gy 171 160 (93.6%) 0.028
  ≥ 55 Gy 203 199 (98%)

LNs 1–2 cm

  ≥ 55 Gy and ≤ 60 Gy 122 119 (97.5%) 1.000

  > 60 Gy 81 80 (98.8%)

LNs ≥ 2 cm 58 44 (75.9%)

  ≤ 50.4 Gy 6 3 (50%) 0.299

 50.4–60 Gy 41 32 (78%)

  > 60 Gy 11 9 (81.8%)

LNs ≥ 2 cm

  < 55 Gy 19 12 (63.2%) 0.107

  ≥ 55 Gy 39 32 (82.1%)

LNs ≥ 2 cm

  ≥ 55 Gy and ≤ 60 Gy 26 22 (84.6%) 0.666

  > 60 Gy 13 10 (76.9%)

Fig. 1 Scatter plot of LNs with different size, radiation dose and 
control status
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horizontal axis, the dose to each node on the vertical axis 
and marking control status was shown in Fig. 1.

The LNs with different sizes were assigned into three 
groups: radiation dose ≤ 50.4  Gy, radiation dose > 50.4  Gy 
and ≤ 60 Gy (range 50.4–60 Gy), and radiation dose > 60 Gy. 
Among all the nodes, there was no significant differ-
ence in nodal control rate among the three dose-based 
groups (P = 0.257). In the subgroup of LNs with short 
diameter < 1 cm, the nodal control rates in the three dose-
based groups were very similar (99.4% vs. 99.3% vs. 100%, 
P = 0.647). However, among nodes with short diameter of 
1–2  cm and nodes with short diameter ≥ 2  cm, although 
there was no significant difference, the control rate in dif-
ferent groups increased incrementally with the increase 
of radiation dose. Thus, the ROC curves were plotted for 
nodal dose to evaluate their predictive values for nodal con-
trol. The area under curve (AUC) of radiation dose for pre-
dicting good control of LNs with short diameter of 1–2 cm 
was 0.645 (95% confidence interval [CI], 0.507–0.783). The 
optimal cutoff value was 54.8 Gy (sensitivity of 56.0%, spec-
ificity of 73.3%, Youden’s index of 0.293). Among LNs with 
short diameter ≥ 2 cm, the AUC was 0.582 (95% CI 0.394–
0.768) and the cutoff value for radiation dose was 54.9 Gy 
(sensitivity of 72.7%, specificity of 50%, Youden’s index of 
0.227).

Thus, we assumed that the optimal target dose was 
55 Gy. The control rate of LNs (1–2 cm) was significantly 
higher in the group of dose ≥ 55 Gy than that in group of 
dose < 55 Gy, as shown in Table 3 (98% vs. 93.6%, P = 0.028). 
The control rate of LNs (1–2 cm) in group of dose > 60 Gy 
was not significantly higher than that in group of doses 
55–60  Gy (98.8% vs. 97.5%, P = 1.000). The control rate 
of LNs with short diameter ≥ 2 cm was higher in group of 
dose ≥ 55 Gy than that in group of dose < 55 Gy, while there 
was no significant difference (82.1% vs. 63.2%, P = 0.107). 
Besides, the control rate of LNs with short diameter ≥ 2 cm 
in group of dose > 60 Gy was not higher than that in group 
of doses 55–60 Gy (76.9% vs. 84.6%%, P = 0.666).

Patients’ survival
Patients’ OS and PFS rates are presented in Fig. 2. The OS 
and PFS rates of patients with LNs were significantly lower 
than those of patients without LNs (5-year OS, 72.9% vs. 
81.4%, P = 0.018) (5-year PFS, 67.9% vs. 75.3%, P = 0.009). 
Among patients with LNs with different sizes, the OS and 
PFS rates of patients with LNs ≥ 2  cm were significantly 

lower than those of patients with LNs of 1–2 cm and with 
LNs < 1 cm (5-year OS, 53.1% vs. 70.5% vs. 78.1%, P = 0.000) 
(5-year PFS, 46.9% vs. 63.9% vs. 74.7%, P = 0.000). Among 
patients with LNs of different number, the OS and PFS rates 
of patients with more than 2 LNs were significantly lower 
than those patients with ≤ 2 LNs and without LN (5-year 
OS, 68.5% vs. 74.6% vs. 81.4%, P = 0.015) (5-year PFS, 63.6% 
vs. 69.6% vs. 75.3%, P = 0.004). Among patients with LNs 
of different location, there was no significant difference in 
OS and PFS rates among the pelvic and para-aortic (with or 
without pelvic nodes) groups (5-year OS, 73.1% vs. 71.9% 
P = 0.640) (5-year PFS, 68.2% vs. 66.3% P = 0.598).

In the subgroup analysis of LNs with different sizes, 
the OS and PFS rates of patients with different esca-
lated doses are shown in Fig.  3. Among patients with 
LNs < 1 cm, there was no significant difference in OS and 
PFS rates among the three dose-based groups (≤ 50.4 Gy, 
50.4–60  Gy, and > 60  Gy) (5-year OS, 76.2% vs. 79% 
vs. 81.6%, P = 0.682) (5-year PFS, 74.1% vs. 73.9% vs. 
78.9% P = 0.713). Among patients with LNs of 1–2  cm, 
the 5-year PFS rate was significantly higher in group of 
dose ≥ 55 Gy than that of dose < 55 Gy (69.6% vs. 56.7%, 
P = 0.025). However, there was no difference in 5-year 
OS rate of the two dose-based groups (72.6% vs. 68.3%, 
P = 0.5). Among patients with LNs ≥ 2  cm, the 5-year 
OS and PFS rates were higher in group of dose ≥ 55 Gy 
than those in group of dose < 55 Gy, while there was no 
significant difference between the two groups (5-year OS, 
60.6% vs. 37.5%, P = 0.141) (5-year PFS, 51.5% vs.37.5%, 
P = 0.232).

Patterns of nodal recurrence
Overall, 90 patients (9.0%) developed nodal recurrence 
with 22 patients having pelvic, 42 para-aortic, 27 supra-
clavicular, 5 inguinal, 4 mediastinal, and 2 axillary nodal 
recurrence, accounting for 24.4%, 46.6%, 30%,5.6%, 4.4%, 
and 2.2% of all patients with nodal recurrence, respec-
tively (Table 4). Nodal recurrence in a single nodal region 
was reported in 76 (84.4%) patients and in multiple 
regions was reported in 24 (26.7%) patients. Single nodal 
region recurrence was reported in 21.1% of patients with 
pelvic recurrence, 36.7% of patients with para-aortic 
recurrence and 21.1% of patients with supraclavicular 
recurrence. Of the patients with nodal recurrence, 68.9% 
were located outside the elective target, 27.8% inside the 
target.

(See figure on next page.)
Fig. 2 Survival curve of patients with different LN status. Overall survival (A) and progression-free survival (B) of patients with and without lymph 
nodes. Overall survival (C) and progression-free survival (D) of patients with lymph nodes of different sizes. Overall survival (E) and progression-free 
survival (F) of patients with lymph nodes of different number. Overall survival (G) and progression-free survival (H) of patients with lymph nodes of 
different location
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Fig. 2 (See legend on previous page.)
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Fig. 3 Survival curves of patients with different dose escalation of LNs. Overall survival (A) and progression-free survival (B) of patients with lymph 
nodes < 1 cm received different radiation doses. Overall survival (C) and progression-free survival (D) of patients with lymph nodes of 1–2 cm 
received different radiation doses. Overall survival (E) and progression-free survival (F) of patients with lymph nodes ≥ 2 cm received different 
radiation doses
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Complications
According to the toxicity criteria of RTOG, complications 
with acute radiation morbidity grades 3 and 4 are listed in 
Table 5. Among the three dose-based groups of ≤ 50.4 Gy, 
50.4–60  Gy, and > 60  Gy, the acute radiation morbidity 
grades 3 and 4 for hematologic white blood cell (WBC), 
neutrophils, and hemoglobin were significantly different 
and increased with the elevation of dose (Hematologic 
WBC, 37.1% vs. 48.5% vs 60.8%, P = 0.000) (Neutrophils, 
27.5% vs. 36.2% vs 39.2%, P = 0.006) (Hemoglobin, 13.4% 
vs. 22.9% vs 24.7%, P = 0.000). However, there was no sig-
nificant difference among the acute radiation morbidity 
grades 3 and 4 for platelets, lower gastrointestinal (GI), 
and upper GI (Platelets, 6.4% vs. 9.2% vs. 9.3%, P = 0.245) 
(Lower GI, 15% vs. 10.9% vs. 9.3%, P = 0.111) (Upper GI, 
20.6% vs. 25.9% vs. 16.5%, P = 0.079).

Discussion
Patients with cervical cancer and positive LNs had signif-
icantly poorer survival outcomes [5–8]. In our study, the 
OS and PFS rates of patients with LNs were significantly 
lower than those of patients without LN. And we found 
the size and the number of LNs were important prog-
nostic factors of survival, which were in line with those 
reported previously [10, 16, 17]. To improve this condi-
tion, recent studies have recommended that radiation 
dose escalation for positive LNs can improve the control 
rate [10, 17, 22–24]. However, whether dose escalation 
actual improve control and survival outcomes has not 
been confirmed. The optimal dose required to control 
LNs still remains controversial, especially for nodes with 
different sizes.

To answer this question, we separately analyzed patients 
with LNs with different sizes. At present, most of the 
studies on dose escalation for LNs have concentrated 
on patients with LNs ≥ 1  cm, while dose escalation in 
patients with LNs < 1  cm was also administered in clini-
cal practice. In Grigsby et al.’s study, LNs < 1 cm received 
66.8 Gy, 0/76 failure in PET negative nodes; 3/89 failures 
in PET positive nodes [24]. Other studies showed that 
patients with relatively small LNs (< 1 cm) did not benefit 
from dose escalation [16, 17]. In our study, among the LNs 
(< 1 cm), 61.9% of LNs received dose escalation. We found 
that the dose escalation did not improve the nodal control 
rate and survival outcome, and the control rate (99.4%) 
was satisfactory without dose boost. During this period 
in our center, only 44 patients with LNs < 1  cm received 
PET/CT scan. The number of these patients was not ade-
quate to perform subgroup analysis for the evaluation of 
dose escalation in LNs with or without increased FDG 
uptake. However, our study Included 878 LNs < 1  cm, 
and the nodal control rate with or without escalation was 
more than 99%. The PFS and OS rates of patients with 

Table 4 Patterns of nodal recurrence

Patients n (%)

All patients 1310

Patients with nodal recurrence 90 (9.0%)

 Pelvic 22 (24.4%)

 Para-aortic 42 (46.6%)

 Supraclavicular 27 (30%)

 Inguinal 5 (5.6%)

 Mediastinal 4 (4.4%)

 Axillary 2 (2.2%)

Patients with nodal recurrence 90

 Single region 76 (84.4%)

  Pelvic 19 (21.1%)

  Para-aortic 33 (36.7%)

  Supraclavicular 19 (21.1%)

  Inguinal 4 (4.4%)

  Axillary 1 (1.1%)

 Multiple regions 24 (26.7%)

Patients with nodal recurrence 90

 Inside the target 25 (27.8%)

 Outside the target 62 (68.9%)

 Inside and outside target 3 (3.3%)

Table 5 Acute radiation toxicity (RTOG criteria)

Bold values shown statistical differences (P < 0.05)

Characteristics Total Grade 3 and 4 case, 
n (%)

P value

Hematologic WBC

  ≤ 50 Gy 612 227 (37.1) 0.000
 50.4–60 Gy 293 142 (48.5)

  > 60 Gy 97 59 (60.8)

Neutrophils

  ≤ 50 Gy 612 168 (27.5) 0.006
 50.4–60 Gy 293 106 (36.2)

  > 60 Gy 97 38 (39.2)

Hemoglobin

  ≤ 50 Gy 612 82 (13.4) 0.000
 50.4–60 Gy 293 67 (22.9)

  > 60 Gy 97 24 (24.7)

Platelets

  ≤ 50 Gy 612 39 (6.4) 0.245

 50.4–60 Gy 293 27 (9.2)

  > 60 Gy 97 9 (9.3)

Lower GI

  ≤ 50 Gy 612 92 (15) 0.111

 50.4–60 Gy 293 32 (10.9)

  > 60 Gy 97 9 (9.3)

Upper GI

  ≤ 50 Gy 612 126 (20.6) 0.079

 50.4–60 Gy 293 76 (25.9)

  > 60 Gy 97 16 (16.5)
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LNs < 1 cm were similar with those patients without LN, 
and were similar with each other in different dose-based 
groups. Therefore, we concluded that LNs with the short 
diameter < 1 cm did not need radiation dose escalation in 
the definitive radiotherapy of cervical cancer, even if some 
small LNs harbor microscopic cancer cells.

To date, several studies demonstrated that the dose 
escalation of LNs could improve the control rate of 
patients with LNs ≥ 1  cm [7, 9, 12–14]. However, the 
radiation dose greatly varied among different centers. 
There were two retrospective studies, which reported 
that radiation dose > 50.4 Gy could fully control LNs [17, 
22]. Vargo et al. showed a control rate of 94% with nodal 
doses of 55 Gy given in 25 fractions [25]. Wakatsuki et al. 
suggested that nodal dose escalation > 58  Gy might be 
required to optimize nodal control, while Bacorro et  al. 
recommended that dose escalation threshold should be 
57.5 Gy to control LNs [9, 15]. Hata et al. demonstrated 
that dose boost depending on nodal size, 50.4  Gy for 
LNs < 2.4 cm and 55.8 Gy for LNs ≥ 3 cm, could control 
LNs as high as 98% [12]. Those researches on dose esca-
lation were all retrospective studies with small sample 
sizes, and no consensus has reached.

To find out the dose escalation threshold for control-
ling LNs ≥ 1 cm, we plotted the ROC curves for node dose 
to evaluate their predictive values for nodal control. In 
patients with LNs of 1–2 cm, we found that dose ≥ 55 Gy 
could significantly improve the control and PFS rates, but 
escalating the dose to 60 Gy did not further improve the 
control rate. Therefore, the dose of 55 Gy would be enough 
for controlling 98% of LNs of 1–2  cm. In patients with 
LNs ≥ 2  cm, the nodal control, OS and PFS rates in the 
group of dose ≥ 55 Gy were higher than those in group of 
dose < 55 Gy, while there was no significant difference, and 
the control rate was not satisfactory (82.1%) in the group 
of dose ≥ 55  Gy. Escalating the dose higher than 55  Gy 
maybe required to improve the control rate. The number 
of LNs ≥ 2 cm in our study was relatively small, and further 
studies with larger sample sizes should be conducted.

The pattern of nodal recurrence in patients with cer-
vical cancer treated with definitive radiotherapy was 
described in the study. The overall number of patients 
developing nodal failure was low (9%), which was in line 
with the description of the EMBRACE study [26]. Nodal 
recurrences were more often seen in the para-aortic 
region (46.6%), the second was supraclavicular region 
(30%). About 68.9% of all recurrences were reported out-
side the treatment targets, and the recurrence rate was 
low inside the target (27.8%).

Although IMRT facilitates the dose escalation and lim-
its radiation dose to normal tissues, there are still some 
concerns regarding the possibility of increasing toxici-
ties [23, 25]. Gogineni et al. found that acute grade ≥ 2 GI 

toxicity was not associated with radiation dose > 50.4 Gy 
[17]. It was similar with our results, in which we found 
that the dose escalation was not associated with a greater 
GI toxicity. However, in our study, it was revealed that 
the dose escalation was associated with a greater hemato-
logical toxicity, but toxicities were acceptable.

There were some limitations in our study. First, it was 
a retrospective study performed at a single center. Sec-
ond, some studies reported that the dose of brachyther-
apy could contribute to pelvic LNs [27, 28], while we did 
not consider the dose contribution of brachytherapy to 
LNs because only 3.2% patients performed three-dimen-
sional brachytherapy in the study. Third, there were only 
few patients who received PET/CT scan for pretreat-
ment. Fourth, we didn’t evaluate the late toxicity of dose 
escalation. Despite these limitations, the large number 
of patients and a long-term follow-up are valuable for 
achievement of conclusive results in this study. The pre-
sent study has important implications for the recommen-
dation of individualized nodal radiation dose escalation 
for patients with cervical cancer.

Conclusions
In summary, the size of LNs was noted as an important 
negative prognostic factor of survival in the definitive 
radiotherapy of patients with cervical cancer. Individual-
ized dose recommendation is necessary for patients with 
LNs of different sizes. Radiation dose escalation is unnec-
essary for patients with LNs < 1 cm. For patients with LNs 
of 1–2 cm, dose escalation ≥ 55 Gy was found enough to 
improve the control rate and PFS rate. For patients with 
LNs ≥ 2 cm, dose escalation showed to improve the nodal 
control and survival, while further studies with larger 
sample sizes are essential.

Abbreviations
LN: Lymph node; FIGO: International Federation of Gynecology and Obstet-
rics; OS: Overall survival; PFS: Progression-free survival; CCRT : Concurrent 
chemoradiotherapy; EBRR: External beam radiotherapy; HDR-BT: High-dose 
rate brachytherapy; 3D-CRT : Three-dimension conformal radiotherapy; 
IMRT: Intensity modulated radiotherapy; SIB: Simultaneous integrated boost; 
SEB: Sequential boost; MRI: Magnetic resonance imaging; CT: Computed 
tomography; PET: 18F-fluorodeoxyglucose-positron emission tomography; 
FDG: 18F-fluorodeoxyglucose; RTOG: Radiation Therapy Oncology Group; ROC: 
Receiver operating characteristic; CI: Confidence interval; AUC : Area under 
curve.

Acknowledgements
Not applicable.

Author contributions
XJL and HML conceived and designed the study. HTR interpreted the radio-
graphic data. TF and CFW interpreted the patients’ clinical data. XJL and HTR 
were two major contributors in analyzing the data and writing the manu-
script. HML reviewed the manuscript. All authors read and approved the final 
manuscript.



Page 10 of 10Lv et al. Radiation Oncology          (2022) 17:167 

Funding
The study was supported by the Zhejiang Province Health Department Foun-
dation, China (Nos. 2018KY306 and 2022KY647).

Availability of data and materials
The datasets used and analyzed during the current study are available from 
the corresponding author on reasonable request.

Declarations

Ethics approval and consent to participate
The present study was approved by the Ethic Committee of Zhejiang Cancer 
Hospital (No. IRB-2022-102), and informed consent was waived because this is 
a retrospective study.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Department of Gynecologic Radiation Oncology, The Cancer Hospital 
of the University of Chinese Academy of Sciences (Zhejiang Cancer Hospital), 
Banshan East Road 1, Hangzhou 310022, Zhejiang, China. 2 Institute of Basic 
Medicine and Cancer (IBMC), Chinese Academy of Sciences, Banshan East 
Road 1, Hangzhou 310022, Zhejiang, China. 3 The Second Affiliated College 
of Zhejiang Chinese Medical University, Zhejiang Chinese Medical University, 
Binwen Road 548, Hangzhou 310053, Zhejiang, China. 

Received: 25 May 2022   Accepted: 20 September 2022

References
 1. Li W, Xiong L, Zhu Q, Lu H, Zhong M, Liang M, et al. Assessment of retro-

peritoneal lymph node status in locally advanced cervical cancer. BMC 
Cancer. 2021;21(1):484.

 2. Katanyoo K, Thavaramara T. Clinical impact of pelvic lymph node status in 
locally advanced cervical cancer patients treated by concurrent chemo-
radiation therapy. Asian Pac J Cancer Prev. 2021;22(2):491–7.

 3. Park JW, Bae JW. Prognostic significance of positive lymph node number 
in early cervical cancer. Mol Clin Oncol. 2016;4(6):1052–6.

 4. Bhatla N, Berek JS, Cuello Fredes M, Denny LA, Grenman S, Karunaratne K, 
et al. Revised FIGO staging for carcinoma of the cervix uteri. Int J Gynae-
col Obstet. 2019;145(1):129–35.

 5. Kilic C, Kimyon Comert G, Cakir C, Yuksel D, Codal B, et al. Recurrence 
pattern and prognostic factors for survival in cervical cancer with lymph 
node metastasis. J Obstet Gynaecol Res. 2021;47(6):2175–84.

 6. Kwon J, Eom KY, Kim YS, Park W, Chun M, Lee J, et al. The prognostic 
impact of the number of metastatic lymph nodes and a new prognostic 
scoring system for recurrence in earlystage cervical cancer with high 
risk factors: a Multicenter Cohort Study (KROG 15–04). Cancer Res Treat. 
2018;50(3):964–74.

 7. Sethi R, Mayadev J, Sethi S, Rash D, Chen LM, Brooks R, et al. Patterns 
of recurrence in node-positive cervical cancer patients treated with 
contemporary chemoradiation and dose escalation: a multi-institutional 
study. Pract Radiat Oncol. 2019;9(2):e180–6.

 8. Gaffney DK, Erickson-Wittmann BA, Jhingran A, Mayr NA, Puthawala AA, 
Moore D, et al. ACR appropriateness Criteria® on advanced cervical can-
cer expert panel on radiation oncology–gynecology. Int J Radiat Oncol 
Biol Phys. 2011;81(3):609–14.

 9. Wakatsuki M, Ohno T, Kato S, Ando K, Noda SE, Kiyohara H, et al. Impact of 
boost irradiation on pelvic lymph node control in patients with cervical 
cancer. J Radiat Res. 2014;55(1):139–45.

 10. Kim H, Park W, Cho WK. Who can benefit from a lymph node boost in 
definitive chemoradiotherapy for node-positive cervical cancer: an 
evaluation of nodal failure in patients without nodal boost. J Radiat Res. 
2020;61(3):479–86.

 11. Yoshizawa E, Koiwai K, Ina H, Fukazawa A, Sakai K, Ozawa T, et al. 
Outcomes of uterine cervical cancer patients with pelvic lymph node 
metastases after radiotherapy without boost irradiation of metastases. J 
Obstet Gynaecol Res. 2017;43(4):718–22.

 12. Hata M, Koike I, Miyagi E, Numazaki R, Asai-Sato M, Kasuya T, et al. Radia-
tion therapy for pelvic lymph node metastasis from uterine cervical 
cancer. Gynecol Oncol. 2013;131(1):99–102.

 13. Rash DL, Lee YC, Kashefi A, Durbin-Johnson B, Mathai M, Valicenti R, et al. 
Clinical response of pelvic and para-aortic lymphadenopathy to a radia-
tion boost in the definitive management of locally advanced cervical 
cancer. Int J Radiat Oncol Biol Phys. 2013;87(2):317–22.

 14. Choi KH, Kim JY, Lee DS, Lee YH, Lee SW, Sung S, et al. Clinical impact of 
boost irradiation to pelvic lymph node in uterine cervical cancer treated 
with definitive chemoradiotherapy. Medicine. 2018;97(16): e0517.

 15. Bacorro W, Dumas I, Escande A, Gouy S, Bentivegna E, Morice P, et al. 
Dose-volume effects in pathologic lymph nodes in locally advanced 
cervical cancer. Gynecol Oncol. 2018;148(3):461–7.

 16. Song S, Kim JY, Kim YJ, Yoo HJ, Kim SH, Kim SK, et al. The size of the meta-
static lymph node is an independent prognostic factor for the patients 
with cervical cancer treated by definitive radiotherapy. Radiother Oncol. 
2013;108(1):168–73.

 17. Gogineni E, Bloom B, Diaz Molina F, Villella J, Goenka A. Radiotherapy 
dose escalation on pelvic lymph node control in patients with cervical 
cancer. Int J Gynecol Cancer. 2021;31(4):524–9.

 18. Pecorelli S. Revised FIGO staging for carcinoma of the vulva, cervix, and 
endometrium. Int J Gynaecol Obstet. 2009;105(2):103–4.

 19. Scheidler J, Hricak H, Yu KK, Subak L, Segal MR. Radiological evaluation of 
lymph node metastases in patients with cervical cancer. A meta-analysis. 
JAMA. 1997;278(13):1096–101.

 20. Kidd EA, Thomas M, Siegel BA, Dehdashti F, Grigsby PW. Changes in 
cervical cancer FDG uptake during chemoradiation and association with 
response. Int J Radiat Oncol Biol Phys. 2013;85(1):116–22.

 21. Cox JD, Stetz J, Pajak TF. Toxicity criteria of the Radiation Therapy 
Oncology Group (RTOG) and the European Organization for Research 
and Treatment of Cancer (EORTC). Int J Radiat Oncol Biol Phys. 
1995;31(5):1341–6.

 22. Klopp AH, Yeung AR, Deshmukh S, Gil KM, Wenzel L, Westin SN, et al. 
Patient-reported toxicity during pelvic intensity-modulated radiation 
therapy: NRG Oncology-RTOG 1203. J Clin Oncol. 2018;36(24):2538–44.

 23. Wu SY, Huang EY, Chanchien CC, Lin H, Wang CJ, Sun LM, et al. Prognostic 
factors associated with radiotherapy for cervical cancer with computed 
tomography-detected para-aortic lymph node metastasis. J Radiat Res. 
2014;55(1):129–38.

 24. Grigsby PW, Singh AK, Siegel BA, Dehdashti F, Rader J, Zoberi I. 
Lymph node control in cervical cancer. Int J Radiat Oncol Biol Phys. 
2004;59(3):706–12.

 25. Vargo JA, Kim H, Choi S, Sukumvanich P, Olawaiye AB, Kelley JL, et al. 
Extended field intensity modulated radiation therapy with concomitant 
boost for lymph node-positive cervical cancer: analysis of regional con-
trol and recurrence patterns in the positron emission tomography/com-
puted tomography era. Int J Radiat Oncol Biol Phys. 2014;90(5):1091–8.

 26. Nomden CN, Pötter R, de Leeuw AAC, Tanderup K, Lindegaard JC, Schmid 
MP, et al; EMBRACE Collaborative Group. Nodal failure after chemo-radia-
tion and MRI guided brachytherapy in cervical cancer: Patterns of failure 
in the EMBRACE study cohort. Radiother Oncol. 2019;134:185–90.

 27. Mohamed SM, Aagaard T, Fokdal LU, Pedersen EM, Lindegaard JC, 
Tanderup K. Assessment of radiation doses to the para-aortic, pelvic, and 
inguinal lymph nodes delivered by image-guided adaptive brachyther-
apy in locally advanced cervical cancer. Brachytherapy. 2015;14(1):56–61.

 28. Bacorro W, Dumas I, Levy A, Rivin Del Campo E, Canova CH, Felefly T, 
et al. Contribution of image-guided adaptive brachytherapy to pelvic 
nodes treatment in locally advanced cervical cancer. Brachytherapy. 
2017;16(2):366–72.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Whether individualized dose escalation should be recommended for lymph nodes with different sizes in the definitive radiotherapy of cervical cancer?
	Abstract 
	Background and purpose: 
	Methods: 
	Results: 
	Conclusions: 

	Background
	Methods
	Patients
	Radiotherapy and chemotherapy
	Evaluation of LNs
	Follow-up
	Statistical analysis

	Results
	Patients’ characteristics
	Control rates of LNs
	Patients’ survival
	Patterns of nodal recurrence
	Complications

	Discussion
	Conclusions
	Acknowledgements
	References


