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Abstract

Original Article

IntroductIon

Brachytherapy has a pivotal role in the management of locally 
advanced cervical cancers.[1] The ultimate outcome of locally 
advanced cervical cancers is determined by the total dose 
of radiation delivered by the combination of external beam 
radiotherapy and brachytherapy.[2-4] Brachytherapy procedure 
is performed by inserting a tandem into the uterus through 
the cervical os under sedation or anesthesia. Suboptimal 
placement of the applicator can result in uterine perforation, 
inadequate dose to the target and excess dose to adjacent 
normal tissues.

Conventionally, orthogonal radiographs were performed after 
the brachytherapy procedure. Hence, suboptimal placement 
of the applicator or uterine perforation could not be assessed. 
Conventionally, an intracavitary application was considered 

to be ideal and technically accurate if the tandem is in the 
midline and midway between the ovoids on an anteroposterior 
radiograph and when the tandem bisected the ovoids on 
the lateral radiograph.[5] With the advent of computed 
tomography (CT)-based brachytherapy, it is possible to view 
the appropriate placement of the applicator within the uterine 
canal and detect uterine perforation.

In this study, the incidence of suboptimal placement of the 
intracavitary applicator and the resulting dosimetric impact 
were analyzed and compared with a similar set of ideal 
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applicator placement in subsequent intracavitary insertions 
for the same patient.

MaterIals and Methods

CT datasets of 282 (141 patients) high dose rate (HDR) 
brachytherapy insertions between January and April 2016 were 
analyzed. Patients were taken up for brachytherapy after an 
external beam radiotherapy dose of 50 Gy along with weekly 
cisplatin 40 mg/m2.

Intracavitary application procedure
All the procedures were done under general anesthesia in 
the operating room. A Foley catheter was used to drain the 
bladder in all patients. Foley bulb was filled with 7 ml of 
iodinated contrast and normal saline to locate the bladder neck. 
Adequate bowel preparation was done in all patients before 
the procedure. A CT/magnetic resonance (MR) compatible 
tandem ovoid applicator or a metallic tandem ring applicator 
was used for the insertion. After sounding the uterine cavity, 
the CT/MR compatible central tandem was inserted into the 
uterine canal after serial dilatations without any radiological 
guidance. The appropriate size of ovoids was inserted into the 
vaginal fornices and the applicator was secured in position. 
Anterior and posterior vaginal gauze packing was done. For 
the tandem ring applicators, central tandem was inserted after 
sounding the uterine cavity. Serial dilatations were not done 
as the central tandem had a thin stem. The ring applicator 
was secured in position and anterior vaginal gauze packing 
was done. A rectal retractor was used to displace the rectum 
posteriorly in tandem ring applicators.

Simulation
Three-millimeter slice CT images were obtained using a CT 
simulator (Somatom, Siemens, Erlangen, Germany). CT images 
were acquired with the patient in supine position. The position 
of the central tandem, presence of perforation, and subserosal 
insertion of the tandem were assessed on the CT images and the 
CT images were exported to the Oncentra treatment planning 
system (Oncentra, Elekta, Veenendaal, The Netherlands).

Contouring and planning
The high-risk clinical target volume (HRCTV) and organs at 
risk (OAR) (bladder, rectum, and sigmoid) were contoured 
by the radiation oncologists as per the Groupe Européen de 
Curiethérapie European Society of Therapeutic Radiation 
Oncology (GEC ESTRO) guidelines.[6,7] The outer bladder 
wall was contoured from the dome to the urethra. The outer 
rectal wall was contoured from the level of ischial tuberosities 
to the rectosigmoid junction. The sigmoid was contoured 
from the rectosigmoid junction to the level where the sigmoid 
crosses anteriorly at pubic symphysis. The entire cervix was 
contoured as the CTV and modified to include adjacent areas 
of involvement as per the clinical findings at the time of 
brachytherapy.

Treatment planning was done using Oncentra Masterplan 
(version 4.3). Catheter reconstruction was done manually 

for every insertion. The tip of the tandem was not loaded 
for patients with uterine perforation. Otherwise, a standard 
loading pattern was followed. Point A and Point B doses were 
defined and dose was normalized to Point A. A dose of 8 Gy 
was prescribed to Point A. Dose–volume histograms were 
generated and dose to 0.1 cc, 1 cc, and 2 cc of the bladder, 
rectum, and sigmoid were recorded. CTV parameters such as 
D100, 98, 90, 50, and V100 (dose received by 100%, 98%, 
90%, and 50% of the CTV and volume receiving 100% of 
the prescribed dose, respectively) were recorded. Manual 
optimization was done if necessary to achieve GEC ESTRO 
recommended dose constraints to OAR. HDR brachytherapy 
was delivered using 192Ir (Oncentra, Elekta, Veenendaal, The 
Netherlands).

The CT datasets were analyzed for the position of the uterus, 
position of the tandem inside the uterus, the presence of 
perforation, and subserosal insertion of the tandem. For 
applications with misplacement of applicator, a standard 
planning was done and the dose to CTV and OAR were 
analyzed. Plan was approved only when there was an 
acceptable CTV coverage (total EQD2 D90 >85 Gy) and the 
constraints to OAR were met. The subsequent applications of 
brachytherapy for patients with misplacement of applicator 
in the first fraction were also analyzed and the dosimetric 
data were recorded. Sagittal CT image of an intracavitary 
application showing acute anteversion of the uterus and 
posterior wall insertion of central tandem is shown in Figure 1.

Statistical analysis
Logistic regression analysis was used to analyze the correlation 
between suboptimal placement and age of the patient, stage of 
the disease, type of applicator, and the position of the uterus. 
Student t-test was used to analyze the dosimetric differences 
between optimal and suboptimal applicator insertion.

results

Patient characteristics
Between January and April 2016, a total of 282 image-guided 
intracavitary insertions were performed out of which 33 
insertions were found to be suboptimal. The suboptimal insertion 

Figure 1: Computed tomography image of an intracavitary application 
showing anteversion of the uterus and posterior wall insertion of the 
central tandem
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rate was 11.7%. The median age of patients with suboptimal 
applicator insertion was 60 years [range 38–68 years]. Nearly 
60.6% of patients had Stage IIIB disease, 30.3% had Stage 
IIB, and 3.03% had Stage IB2, IIA2, and IVA, respectively. 
72.7% of patients with suboptimal placement had tandem 
ovoid applicator in situ. Tandem ring applicator was used in 
the remaining 27.3%.
Uterus position was found to be anteverted (87.8%) in majority 
of patients with an inappropriate applicator placement. 
Uterine perforation was found in 26 insertions and subserosal 
insertion was found in 7 applications. The most common site of 
perforation was through the posterior wall of the uterus. Fundus 
perforation was seen in 24.2%. Anterior wall perforation was 
seen in 12.1% of patients. Patient details and suboptimal 
insertion characteristics are tabulated in Table 1.

For patients with perforation, the tip of the tandem outside 
the uterus was not loaded and the planned dose was delivered. 
All patients were managed conservatively, and there were no 
major complications in any of the patients. Logistic regression 
analysis showed only age to be a significant predictor of 
suboptimal applicator placement (P = 0.003) and not the 
stage (P = 0.178) or the uterus position (P = 0.715).

Dosimetry of applications with suboptimal placement
The dose–volume parameters of the 33 applications with 
inappropriate applicator placement are summarized in Table 2.

Dose to the target and organs at risk for various types of 
misplacement
Dose to clinical target volume
The average dose to 90% of the target volume (D90 to CTV) 
was the highest (9.48 Gy) with fundus perforation compared to 
other types of inappropriate applicator placement (anterior wall 
perforation – 9.15 Gy, posterior wall perforation – 8.08 Gy, 
and subserosal perforation – 6.8 Gy).

However, the average volume receiving 100% of prescribed 
dose (V100) was the highest (93.48%) with anterior wall 
perforation. V100 was 81.9%, 79.6%, and 81% for fundus 
perforation, posterior wall perforation, and subserosal 
insertion, respectively.

Dose to organs at risk
Since with anterior perforation, tandem is close to the bladder, 
the average dose received by 2 cc of bladder (D2cc) was 
highest with anterior wall perforation (8.1 Gy). Average D2cc 
bladder for fundus perforation, posterior wall perforation, 
and subserosal insertion were 7.65 Gy, 7.55 Gy, and 7.51 Gy, 
respectively.

Similarly, the average dose received by 2 cc of rectum (D2cc) 
was highest (4.49 Gy) with posterior wall perforation. Average 
D2cc of the rectum for anterior wall, fundus perforation, 
and subserosal insertion were 4.4 Gy, 4.48 Gy, and 3.5 Gy, 
respectively.

The average D2cc of sigmoid was highest with anterior 
perforation (3.18 Gy).

Average D2cc of sigmoid for fundus perforation, posterior 
wall perforation, and subserosal insertion were 3.06 Gy, 
2.52 Gy, and 2.56 Gy, respectively. The results are displayed 
in the Figure 2.

Comparison of dosimetry between optimal and 
suboptimal insertions
Out of the 33 suboptimal insertions, we identified 10 
applications which had optimal insertion during the subsequent 
fraction. The difference in dose delivered to CTV and bladder, 
rectum, and sigmoid were analyzed between the optimal and 
suboptimal insertions. The average dose received by Point A, 

Table 2: Average dose‑volume parameters for 33 
applications with inappropriate placements

Dose volume parameters Mean±SD
CTV volume (cc) 21.7±10.2
Bladder volume (cc) 51.8±20.6
Rectal volume (cc) 32.9±10.5
Sigmoid volume (cc) 12±6.3
V100 CTV (%) 85.1±16.6
D90 CTV (Gy) 8±2.4
D0.1cc bladder (Gy) 11.2±2.9
D1cc bladder (Gy) 8.6±1.9
D2cc bladder (Gy) 7.6±1.6
D0.1cc rectum (Gy) 5.8±1.2
D 1cc rectum (Gy) 4.7±0.9
D2cc rectum (Gy) 4.2±0.8
D0.1cc sigmoid (Gy) 3.9±1.5
D1cc sigmoid (Gy) 3.1±1.1
D2cc sigmoid (Gy) 2.7±0.9
SD: Standard deviation, CTV: Clinical target volume

Table 1: Patient characteristics and suboptimal insertion 
characteristics (n=33 insertions)

Variables n (%)
Age (years)

Range 38-68
Median 60

Stage
IB2 1 (3.03)
IIA2 1 (3.03)
IIB 10 (30.3)
IIIB 20 (60.6)
IVA 1 (3.03)

Uterus position
Anteverted 29 (87.8)
Retroverted 4 (12.2)

Type of applicator
Tandem ovoid 24 (72.7)
Tandem ring 9 (27.3)

Type of misplacement
Anterior wall 4 (12.1)
Fundus 8 (24.2)
Posterior wall 14 (42.4)
Subserosal 7 (21.3)
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Point B, CTV, bladder, rectum, and sigmoid for optimal and 
suboptimal insertions are tabulated in Table 3.

Of all the dosimetric parameters analyzed between the optimal 
and suboptimal insertions, the doses delivered to right Point 
B and V100 (volume receiving 100% of prescribed dose) was 
found to be statistically significant. There was no significant 
difference between the doses delivered to the bladder, rectum, 
and sigmoid.

dIscussIon

An essential component in the management of cervical 
carcinoma is intracavitary brachytherapy. Proper applicator 
placement aids in adequate dose delivery to the target and 
thereby results in superior clinical outcomes.[8,9] Suboptimal 
applicator placement can result in inadequate doses to target 

and a uterine perforation of tandem can result in enhanced 
dose delivery to adjacent bowel and can cause significant 
gastrointestinal toxicity.[10] Frequency of uterine perforation 
during intracavitary brachytherapy has been reported earlier 
in literature.

The most common sites of perforation reported in the literature 
are the posterior wall of the uterus and the fundus.[11-14] 
Advanced stage, old age, and extreme positions of the uterus 
can result in uterine perforation.[11,12,14,15] In our study, uterus 
position was found to be anteverted in 87.8% of suboptimal 
insertions. Retroverted uterus was found only in 12.2% of 
the applications. Granai et al. reported[15] perforations in 50 
consecutive patients by performing a postoperative B-mode 
ultrasound to evaluate the position of the tandem. A 10% 
incidence of perforation was reported by Davidson et al.[16] 
with 35 insertions in 21 patients. Matsuyama et al.[17] reported 
a 10% perforation rate.

Barnes et al.[12] reported a uterine perforation rate of 13.7% 
using CT with 124 consecutive insertions. A 3% uterine 
perforation rate was reported among 428 image-guided 
brachytherapy applications by Segedin et al.[13] A 1.4% 
incidence of uterine perforation was reported in 356 
ultrasound-guided applicator placements by Schaner et al.[18] 
A large series reported by Jhingran and Eifel[11] found 113 
perforations in 7662 insertions. Using intraoperative 
and postoperative ultrasound, Rotmensch et al. found 6 
perforations in 20 insertions.[19]

A 6% incidence of uterine perforation, 8.6% incidence of 
subserosal insertion, and 4.8% incidence of both subserosal 
insertion and uterine perforation were found among 231 
brachytherapy insertions by Bahadur et al.[20] In 18 patients 
with retroverted uterus, Mayr et al.[21] used ultrasound guidance 
to insert the tandem and antevert the uterus. It has been 
demonstrated in several studies[18,19,21] that an intraoperative 
ultrasound-guided applicator placement diminishes the risk 
of uterine perforation several folds.

The uterine perforation rate in the present series was found to 
9.2%. The suboptimal insertion rate was found to be 11.7% 
which includes both uterine perforation (9.2%) and subserosal 
insertion (2.5%). The dosimetric impact of suboptimal 
applicator placement was addressed by Bahadur et al.[20] They 
found an increase in the rectal and bladder D2cc dose up to 
70.3% and 43.8%, respectively, for the suboptimal insertion 
of the central tandem. In the present series, the HRCTV 
receiving 100% of the prescribed dose (V 100) was the least 
with posterior wall perforation of the uterus. The average dose 
received by 2 cc of the bladder was the highest with anterior 
wall perforation of the central tandem.

It is evident from our dosimetric data that the suboptimal 
insertions do not lead to any significant variations in the dose 
to the target and OAR (except V100 to CTV) [Table 3] when 
compared to optimal insertions in subsequent fractions. This 
may be due to patient geometry or minor deviations from 

Table 3: Average dose to clinical target volume and 
organs‑at‑risk for optimal and suboptimal insertion

Parameters Suboptimal 
insertion 

(average±SD)

Optimal 
insertion 

(average±SD)

P

Right point A 7.8±0.6 7.8±0.8 0.43
Left point A 7.9±0.7 7.7±0.8 0.50
Right point B 1.9±0.1 2.2±0.4 0.04
Left point B 1.9±0.2 2.1±0.4 0.09
D100 CTV 4.4±1.7 5.5±1.3 0.66
D98 CTV 5.6±2 6.9±1.3 0.32
D90 CTV 7.4±2.4 8.5±1.2 0.07
D50 CTV 15.2±4.5 13.9±1.9 0.10
V100 CTV 83.1±12.8 95.3±4.1 0.00
D0.1cc bladder 11±3.7 10±4.2 0.88
D1cc bladder 8.1±2.0 7.9±2.5 0.64
D2cc bladder 7.1±1.5 7.1±2 0.37
D0.1cc rectum 5.4±1.4 5.7±1.5 0.51
D1cc rectum 4.6±1.2 4.5±1.2 0.60
D2cc rectum 4.2±1.1 3.9±1 0.80
D0.1cc sigmoid 4.2±1.5 3.8±1 0.62
D1cc sigmoid 3.3±1.1 3.8±1.3 0.34
D2cc sigmoid 2.8±0.9 2.6±1 0.33
SD: Standard deviation, CTV: Clinical target volume

Figure 2: Chart showing the average dose to target and organs at risk in 
suboptimal applicator placement
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optimal insertion. However, the data analyzed is too small to 
arrive at a meaningful conclusion.

To achieve good local control and to minimize toxicity, 
optimal applicator placement is very essential in intracavitary 
brachytherapy. Narrow cervical os, extreme anteversion, or 
retroversion of the uterus can result in suboptimal applicator 
placement and uterine perforation. With the advent of 
image-based brachytherapy, more perforation rates are being 
identified in intracavitary brachytherapy. Hence, it becomes 
essential to use intraoperative, cost-effective, image guidance 
modality like ultrasound for all insertions to confirm optimal 
tandem placement. In a survey conducted among American 
Brachytherapy Society members,[22] 56% of physicians 
used ultrasound guidance to aid applicator insertion during 
intracavitary brachytherapy.

conclusIon

The incidence of suboptimal insertion and uterine perforation 
of the central tandem in intracavitary brachytherapy reported 
in the present study is similar to that reported in the literature. 
In certain situations, suboptimal placement of the tandem can 
have serious detrimental effect on the final outcome. In order 
to achieve better local control and to decrease doses to OAR, 
it is important to perform a technically accurate applicator 
placement. A cost-effective, real-time image guidance modality 
like ultrasound should be used for all insertions to ensure 
optimal applicator insertion.

Acknowledgments
The author would like to thank Dr. S.Saravanan, MD, professor, 
Department of Radiation Oncology, Government Royapettah 
Hospital, Dr. Kalyani, senior resident, Department of Radiation 
Oncology, Government Royapettah Hospital and Mrs.
Vijayalakshmi, physicist, Department of Radiation Oncology, 
Government Royapettah Hospital.

Financial support and sponsorship
Nil.

Conflicts of interest
There are no conflicts of interest.

references
1. Eifel PJ. Intracavitary brachytherapy in the treatment of gynecologic 

neoplasms. J Surg Oncol 1997;66:141-7.
2. Eifel PJ, Thoms WW Jr. Smith TL, Morris M, Oswald MJ. The 

relationship between brachytherapy dose and outcome in patients with 
bulky endocervical tumors treated with radiation alone. Int J Radiat 
Oncol Biol Phys 1994;28:113-8.

3. Lanciano RM, Won M, Coia LR, Hanks GE. Pretreatment and treatment 
factors associated with improved outcome in squamous cell carcinoma 
of the uterine cervix: A final report of the 1973 and 1978 patterns of care 
studies. Int J Radiat Oncol Biol Phys 1991;20:667-76.

4. Perez CA, Kao MS. Radiation therapy alone or combined with surgery 
in the treatment of barrel-shaped carcinoma of the uterine cervix 

(stages IB, IIA, IIB). Int J Radiat Oncol Biol Phys 1985;11:1903-9.
5. Leibel S, Phillips TL. Textbook of Radiation Oncology. Philadelphia, 

PA: WB Saunders Co.; 2004. p. 1085.
6. Pötter R, Haie-Meder C, Van Limbergen E, Barillot I, De Brabandere M, 

Dimopoulos J, et al. Recommendations from gynaecological (GYN) 
GEC ESTRO working group (II): Concepts and terms in 3D image-based 
treatment planning in cervix cancer brachytherapy-3D dose volume 
parameters and aspects of 3D image-based anatomy, radiation physics, 
radiobiology. Radiother Oncol 2006;78:67-77.

7. Haie-Meder C, Pötter R, Van Limbergen E, Briot E, De Brabandere M, 
Dimopoulos J, et al. Recommendations from gynaecological (GYN) 
GEC-ESTRO working group (I): Concepts and terms in 3D image based 
3D treatment planning in cervix cancer brachytherapy with emphasis on 
MRI assessment of GTV and CTV. Radiother Oncol 2005;74:235-45.

8. Corn BW, Shaktman BD, Lanciano RM, Hogan WM, Cater JR, 
Anderson L, et al. Intra- and perioperative complications associated 
with tandem and colpostat application for cervix cancer. Gynecol Oncol 
1997;64:224-9.

9. Viswanathan AN, Moughan J, Small W, Levenback C, Iyer R, 
Hymes S, et al. Quality of cervical cancer brachytherapy implantation in 
RTOG prospective trials. Int J Radiat Oncol Biol Phys 2009;75:S86-7.

10. Cunningham DE, Stryker JA, Velkley DE, Chung CK. Routine 
clinical estimation of rectal, rectosigmoidal, and bladder doses from 
intracavitary brachytherapy in the treatment of carcinoma of the cervix. 
Int J Radiat Oncol Biol Phys 1981;7:653-60.

11. Jhingran A, Eifel PJ. Perioperative and postoperative complications of 
intracavitary radiation for FIGO stage I-III carcinoma of the cervix. Int 
J Radiat Oncol Biol Phys 2000;46:1177-83.

12. Barnes EA, Thomas G, Ackerman I, Barbera L, Letourneau D, Lam K, 
et al. Prospective comparison of clinical and computed tomography 
assessment in detecting uterine perforation with intracavitary 
brachytherapy for carcinoma of the cervix. Int J Gynecol Cancer 
2007;17:821-6.

13. Segedin B, Gugic J, Petric P. Uterine perforationV5-year experience in 
3-D image guided gynaecological brachytherapy at institute of oncology 
Ljubljana. Radiol Oncol 2013;47:154-60.

14. Irvin W, Rice L, Taylor P, Andersen W, Schneider B. Uterine perforation 
at the time of brachytherapy for carcinoma of the cervix. Gynecol Oncol 
2003;90:113-22.

15. Granai CO, Doherty F, Allee P, Ball HG, Madoc-Jones H, Curry SL, 
et al. Ultrasound for diagnosing and preventing malplacement of 
intrauterine tandems. Obstet Gynecol 1990;75:110-3.

16. Davidson MT, Yuen J, D’Souza DP, Radwan JS, Hammond JA, 
Batchelar DL, et al. Optimization of high-dose-rate cervix brachytherapy 
applicator placement: The benefits of intraoperative ultrasound 
guidance. Brachytherapy 2008;7:248-53.

17. Matsuyama T, Tsukamoto N, Matsukuma K, Kamura T, Jingu K. Uterine 
perforation at the time of brachytherapy for the carcinoma of the uterine 
cervix. Gynecol Oncol 1986;23:205-11.

18. Schaner PE, Caudell JJ, De Los Santos JF, Spencer SA, Shen S, 
Kim RY, et al. Intraoperative ultrasound guidance during intracavitary 
brachytherapy applicator placement in cervical cancer: The university 
of Alabama at Birmingham experience. Int J Gynecol Cancer 
2013;23:559-66.

19. Rotmensch J, Waggoner SE, Quiet C. Ultrasound guidance for placement 
of difficult intracavitary implants. Gynecol Oncol 1994;54:159-62.

20. Bahadur YA, Eltaher MM, Hassouna AH, Attar MA, Constantinescu C. 
Uterine perforation and its dosimetric implications in cervical cancer 
high-dose-rate brachytherapy. J Contemp Brachytherapy 2015;7:41-7.

21. Mayr NA, Montebello JF, Sorosky JI, Daugherty JS, Nguyen DL, 
Mardirossian G, et al. Brachytherapy management of the retroverted 
uterus using ultrasound-guided implant applicator placement. 
Brachytherapy 2005;4:24-9.

22. Viswanathan AN, Erickson BA. Three-dimensional imaging in 
gynecologic brachytherapy: A survey of the American brachytherapy 
society. Int J Radiat Oncol Biol Phys 2010;76:104-9.


