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Unusual bleeding is the main symptom in 90% of 
women with endometrial cancer. However, endome-
trial cancer can be determined as the cause in only 
3% of peri- and postmenopausal cases of bleeding 
[1]. The current S3 Guideline [2] recommends sub-
jective procedures such as clinical examinations, 
cytology, and transvaginal ultrasounds for the differ-
ential diagnosis of endometrial cancers with unusual 
bleeding [3]. Transvaginal ultrasound has a very low 
positive predictive value of 4.9% [4]. As a result, 
most women who undergo a surgical diagnostic pro-
cedure do not actually have endometrial cancer.

The WID®-easy test offers the possibility of improv-
ing this situation and very quickly arriving at a diag-
nosis. The test demonstrates sensitivity compara-
ble to that of transvaginal ultrasound, but reduces 
the rate of false positive results by 94%.

Aside from breast cancer, endometrial cancer is the most 
common gynecological malignancy [2], and the incidence 
– especially of the less favorable non-endometrioid can-
cers of the uterine corpus, which are even more difficult to 
detect with ultrasound [5] – is increasing rapidly [6]. In Swit-
zerland, around 950 women every year develop new cases 
of endometrial cancer. There has been no established 
screening procedure so far for this type of cancer.

Of all gynecological malignancies, a delayed diagnosis of 
corpus cancer has the most drastic negative impact on 
survival rate [7]. Therefore, early and precise diagnosis of 
endometrial cancer is crucial.
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A major risk factor for endometrial cancer is an elevated 
estrogen concentration for many years. Women with men-
strual irregularities, later menopause, childlessness, or 
certain hormone replacement therapies have an increased 
risk of developing endometrial cancer. In addition, being 
overweight and having high blood pressure and type 2 
diabetes mellitus can increase the tumor risk. It is known 
that obesity increases estrogen production. It has not yet 
been determined whether there is a risk from phytoestro-
gens (estrogen-like substances in foods). However, it is 
confirmed that hormone therapy exclusively with estrogen 
increases the risk.

High false-positive  
rate in previous  
diagnostic testing
The current S3 Guideline [2] recommends subjective and 
experience-based procedures such as clinical examina-
tions, cytology, and transvaginal ultrasounds to rule out 
or diagnose endometrial cancer when there is abnormal 
bleeding.

94% reduction in the 
rate of false positives 
compared to ultrasound
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Current diagnostic pathway for peri- and postmenopausal bleeding according 
to the S3 Guideline [2]. E, estrogen; P, progestogen; HRT, hormone replacement 
therapy; PMB, postmenopausal bleeding
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The sensitivity of cytology in detecting endometrial cancer 
is inadequate, at 45% in symptomatic women [8] and only 
26% in asymptomatic women who have had a Pap test up 
to three years before diagnosis [3].

Transvaginal ultrasound measures the endometrial thick-
ness, with a thickness of more than 3 mm being consid-
ered pathological in postmenopausal women. The detec-
tion rates vary between white women (89.5%) and black 
women (51.1%) [9]. The specificity of this measurement 
varies between 25.7% [9] and 42.1% [10], and the positive 
predictive value is only 4.9% to 7.3% [4, 10]. Additionally, the 
ability of ultrasound to detect serous endometrial cancers 
is particularly poor, as around 25% of these aggressive 
cancers are not accompanied by increased endometrial 
thickness [5].

This means that many women who undergo a surgical 
diagnostic examination do not have cancer. In this light, the 
development of a test for improved diagnosis of endometri-
al cancer is of great significance. This test should be easy 
to perform, enable objective and fast, automated analyses, 
have sensitivity comparable to that of ultrasound, and at the 
same time offer significantly increased specificity.



6

Epigenetic  
analysis to detect  
endometrial cancer
The WID-qEC test (Women’s Cancer IDentification utilizing 
quantitative PCR for Endometrial Cancer, also called the 
WID®-easy test) was developed by the research team of 
Professor Martin Widschwendter at renowned universities 
and institutes (University College London (UCL), Karolinska 
Institute in Sweden, EUTOPS Institute of the University of 
Innsbruck). In 716 cervicovaginal swabs, a total of 850,000 
DNA regions, known as CpG dinucleotides, were examined 
for their DNA methylation. Two regions in the ZSCAN12 and 
GYPC genes were identified from the analysis of this enor-
mous amount of data, which comprises over 600 million 
data points. 
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These regions show elevated methylation in the presence 
of endometrial cancers, but are not methylated in their 
absence [11].

Using real-time PCR, the methylation status of these gene 
regions can be determined, with the reference gene CO-
L2A1 used for normalization.

To perform WID®-easy, a cervicovaginal swab is first 
sent from the patient to the laboratory where, after DNA 
extraction and bisulfite sequencing, a quantitative PCR 
reaction is carried out to determine the methylation status 
of DNA regions of the ZSCAN12 and GYPC genes.

Significantly  
improved specificity  
thanks to WID®-easy
Thanks to this new test procedure, the false-positive results 
that frequently occur with ultrasound can be significantly 
reduced. The study results for WID®-easy are convincing, 
meaning that patients can be diagnosed more effectively 
and treated earlier, and unnecessary interventions and 
healthcare costs can be reduced.

The study, conducted with over 700 cervical swabs, showed 
that the epigenetic test offered a sensitivity similar to ultra-
sound, but had a significantly higher specificity compared to 
qualitative ultrasound assessment. The detection of endo-
metrial cancers in the cohorts studied here did not seem to 
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depend on histology, grade, stage, age, ethnicity, or meno-
pause status. Early stages of endometrial cancer and even 
non-endometrioid cancers can be reliably detected thanks 
to WID®-easy. Above all, serous endometrial cancers can 
be identified with a sensitivity of 97% [11]. Furthermore, the 
sensitivity of the WID®-easy test is significantly superior to 
cytology, and endocervical cancers can also be more easily 
detected with it [12].

In another study, the test was validated in a cohort of wom-
en ≥ 45 years of age with abnormal bleeding. Of the 474 
symptomatic women, 400 agreed to participate in the study. 
Transvaginal ultrasound alone was conclusive in 62% of 
patients, while 38% of patients required additional imaging 
tests. Histological work-up was recommended in 47% of 
study participants, with 3% being diagnosed with cancers. 
WID®-easy demonstrated a sensitivity of 91% and a high 
specificity of 97%, while ultrasound had a sensitivity of 91% 
and a lower specificity of 46%. Interestingly, two cancers 
were not detected by hysteroscopy and curettage (only later 
by hysterectomy or biopsy of a liver metastasis), while the 
WID-qEC test was positive [4].

WID®-easy and its advantages
WID®-easy demonstrates sensitivity comparable to trans-
vaginal ultrasound but reduces the rate of false positive 
results by 94%.
	 �Clear result
	 �Fast diagnosis
	 �High reliability  

(sensitivity 91%, specificity 97%)
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Comparison of ultra-
sound and WID®-easy
In summary, considering the current guidelines and with 
optimal ultrasound diagnostic testing, for 100 women in 
the age group ≥ 45 years who present due to abnormal 
bleeding, around 56 women must undergo surgical diag-
nostic work-up in order to identify 3 cancers. In contrast, 
when using WID®-easy, only around 6 women with a positive 
test result need to undergo diagnostic surgery to identify 
the 3 cancers. As a result, WID®-easy reduces the rate of 
false-positive results by 94%.

Performance of ultrasound (endometrial thickness > 3 mm) and WID®-easy in 
100 women ≥ 45 years of age who present with abnormal bleeding (adapted 
from Evans et al. 2023 [4]).

Ultrasound
Over 50% false positive

WID®-easy
Less than 3% false positive

True positive (cancer)	 False positive (unnecessary diagnostic surgeries)

True negative (no cancer)	 False negative (cancer not detected)
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Indications for the WID®-
easy test and recom-
mended action
Analysis of all the currently available data shows that the WID®-
easy test is indicated for women (≥ 45 years old) with abnormal 
bleeding. Women with a positive WID®-easy test result should 
undergo histological diagnosis as soon as possible in order to 
avoid needlessly delaying treatment that may be required. Women 
with a negative WID®-easy result can be treated conservatively at 
first and monitored with ultrasound. If necessary, repetition of the 
WID®-easy test can also be considered.

Information on findings
The laboratory report has a different comment depending on the 
methylation status. In the laboratory findings, you receive “ab-
normal” or “unremarkable” as a possible result, with “abnormal” 
indicating the presence of endometrial cancer and “unremarkable” 
indicating the opposite. 
Like every medical test, the WID®-easy does not offer 100% cer-
tainty. An abnormal test result does not always mean that cancer 
is present: According to Evans et al. [4], fewer than 3 in 100 cases 
were false positive. Likewise, an unremarkable test result does not 
always mean that cancer is absent: According to Evans et al. [4], 
fewer than 1 in 100 cases were false negative. 
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Profile number	� 20574, laboratory order  
incl. informed consent*

Price	� CHF 420.70, mandatory provision**
Material	� Swab of the secretion from the 

cervix and from the posterior vaginal 
vault, test kit M900264.

Execution time	� 7 working days

*Before a genetic diagnosis, the patient must receive genetic counseling and 
be fully informed about the process. In addition, written informed consent for 
genetic testing in accordance with the current Swiss Law on Human Genetic 
Testing (GUMG) must be provided.

** As a rule, the health insurance company will cover the costs of the test. 
However, it is possible that the health insurance company will refuse to cover 
the costs as part of the basic insurance and/or any supplementary insurance. In 
this case, the patient must bear the costs themselves.

Sampling  
instructions
Please note
In the form of a swab (test kit M900264), a sample should be taken of the 
secretion around the cervix and from the posterior vaginal vault. Sampling 
for the WID®-easy test is performed:
	 �without the use of lubricant.
	 �without prior cleansing of the vagina, as the tumor DNA is located in the 

vaginal secretion.
	 �before sampling for another test, e.g. for a Pap smear.
	 �before introducing another substance into the vagina or near the cervix, 

e.g. acetic acid for visual inspection (VIA).
	 �before transvaginal ultrasound.
	 �or three days after these procedures at the earliest.
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It is important that – in contrast to taking a Pap smear – the sample ma-
terial is not rubbed forcefully against the cervix (the goal is not to obtain 
cervical cells), but that the sample picks up the secretions around the 
cervix and from the posterior vaginal vault.

In order to avoid foreign DNA in the sample, unprotected sex should be 
avoided 24 hours before sample collection.

Conditions that restrict the outflow of tumor DNA from the uterine cavity 
into the vagina, such as large endocervical polyps or fibroids, can impair 
the sensitivity of the test.

Instructions

1)	� Insert the speculum to visualize the cervix and the posterior fornix.
2)	� Insert the sampling swab into the vagina and first take a sample in the 

upper vaginal region, ideally without touching the cervix (Fig. 1).
3)	� Hold the sampling swab in this position and slowly rotate it once 360 

degrees (for 2–3 seconds).

4)	� Insert the sampling swab into the posterior fornix of the vagina (Fig. 2).
5)	� Hold the sampling swab in position here as well and slowly rotate it 

360 degrees for 2–3 seconds.
6)	� Remove the sampling swab from the vagina.

Vagina

Speculum

Sampling swab

Posterior  
fornix

Cervix

Uterus

21
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7)	� Unscrew the cap from the eNAT® tube.
8)	� Insert the sampling swab into the tube until the predetermined break-

ing point (red mark) reaches the level of the tube opening (Fig. 3).

9)	� Bend the shaft of the sampling tube at an angle of 180 degrees to 
break it at the predetermined breaking point, holding the tube away 
from your face (Fig. 4). 

	 If necessary, carefully rotate the shaft of the sampling swab to make 	
	 the break easier. Dispose of the upper portion of the swab.

10)	� Replace the cap on the tube and close it tightly (Fig. 5).
11)	� Mix the tube 10 times by rotating it 180 degrees and store the sample 

in an upright position at room temperature for at least 5 minutes.
12)	� Store the sample at room temperature for a maximum of 48 hours 

before it is sent to the laboratory.

3

4

5
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